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(57) Abstract 

Sulfonamide derivatives represented by general formula (1) or salts thereof, wherein A represents nitrogen, -CH= etc.; Z represents 
oxygen, etc.; Ar 1 represents aryl, etc.; Ar 2 represents alkyl, etc.; R a represents hydrogen, etc.; R b represents halogeno, etc.; and R c represents 
alkyl, etc. Because of having radical -scavenging effect, gastric secretion-potentiating effect, anti-HP bacterial effect, etc., these compounds 
are useful as remedies for peptic ulcer. 
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b if*- (£IT rpp 1 j b^o) ■c*5x^7-f-;K>7-f * y-/-;u^M£ 
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h 2 -ra, pp i k?7 > )zavji/ytit'<DijimM<£>&mf)<m%£t\, 

6. &£-]R5i; (1) Tl$ti-5x;b7t>7; K^Itt^ $5* T^fcdffiSgb 

^©-^ ( 1 ) 




(1) 



z\m'ta%, mmm^ w&m*. 
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-N(R 2 )-(CH 2 ) n -, -N(R 2 )-(CH 2 )„-N(R 3 K -N(R 2 )-(CH 2 ) n -(K 
-N(R 2 )-(CH 2 )„-S-, -N(R 2 )-(CH 2 )„-NHS0 2 -, -N(R 2 )-CH 2 CH=CfK 
-0(CH 2 )n-N(R 3 )-, Xti-N(R 2 )-(CH 2 )„-0-CH 2 -£^L ; 

a r 1 \mmmmtim^ xium *> u < tzT-muommm^m^ 

l ; 

x-;m, r;u+^*, i-7?)im, -fv + yj^*, 

/:/;U Ar 2 AMV + yJ^I©^, Z (i-N(R 2 )-CH 2 -CH=CH-T(i 
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SEC ±E-«*5t (1) -Ci$n^X^7t>7; K^##Xti* 

©£©*r3&*£tfi:4r *:t^itt§ Efbt£**©&ft2fi*£»&'t § & © 



(1) 4>> A(i^m^^X(iS-C ( R 1 ) =£^-r o -ffcfr-fc, Art< 
J££flfr£U R' #R 2 b-m^te~>Tb>) JTUsMZBfotZm&tt, T-h 
( 1 ) *K ZT'f^tlSiCfcl^ R 2 &J;tfR 3 tf$HiAo/f' 

hiiji^ 3-7iiwifbn^ 0 r 2 :fo<ko'R 3 

llfc^T, 7/l/ + /I/SXIi^7/l/ + /b7 ~ 7 T Jl^rJlsMOT )l*Jl%$frt bTtt, 
i-T'oh'/H, n-7*f-;i/S> i-7'^;bS, sec-7'f/H, t -7*f-;i 

$?£U\, T;U3 + 2/*;i/^-;H©T;U3 + ->a5^t LTIi, 1 - 4 © 
fe0*^l<, Iftfillli^ ih + i'S, n-7*n i- 

7°n*°4^>g, n-7*h**>£. i-7'h^^S. sec-7*^'7i, t-7" 
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S(-NH-), -N(R 2 )-(CH 2 ) 2 -. -N(R 2 )-(CH 2 ) 3 -, -N(R 2 )-(CH 2 ) 2 -N(R 3 K 
-N(R 2 )-(CH 2 ) 3 -N(R 3 )-, -N(R 2 )-(CH 2 ) 2 (K -N(R 2 )-(CH 2 ) 3 -0, -N(R 2 )-(CH 2 ) 2 S-, 
-N(R 2 )-(CH 2 ) 3 $ , -N(R 2 )-(CH 2 ) 2 -NHS0 2 -, -N(R 2 )-CH 2 -CH=CH-, 
-0(CH 2 ) 2 -N(R 3 K -0(CH 2 ) 3 -N(R 3 K -N(R 2 )-(CH 2 ) 2 -0~CH 2 - mtfi&tf £ft£o 



^ 

— N N- N — N N— , — N N — 



fcfc'U Ar ! #W 7*7 'J AStfee Zti-N(R 2 )-CH 2 -CH=CH-T(i 

-hm (i) ^ Ar 1 x^n^mmmitimmtLTit, 7x-;n, 

t LTti, b° U f-x-;i/S N 7 »J h 4 'J $ 7Ag, -f > K 'J ;Uj£, 

-Y $ y */ 'J 7^/K S iM-S, -t 7 'J r h 5 7 V 'J A 

^ h 'J T 7* 'J A l, 3h +"9" 7' U /H, 7 'J iH, f 7^7 7 U AI, A 
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;W^U^o tt*>\ Z#i|i££©*^ Ar 1 li*;U7> 'J ySX(it°^7 

-IKS; (1) t©Ar 2 Cfc^T, 7;^iHttt(t K*»l-2 0©t 

n-7^S, i-7>;l/S, sec-7'f;H, t-7*f-;t/&, n-'Of-A 
g?> i -^>^;m. n-^+^il/i, i -/\4-7;l/S. n-^7°5^UK> n- 
:f?f-;H, n-7~A^ n-x7;H s n - 7 >x ->;I/L n-Ffi/^l 
n - h 'J t n-f h7f->/Hs n-^^^f ^/Hs n-^+^f-*^ 
n -^-f^T-yJl^ n-t?$>7-yjl^ n- J J-^isJlM^ n ->f3 
^g^WbtU sfctN ^H^l-8©t©^#(C$f^Lt^o 7*- 

y*>^tLTIi. 7 7», ^JK-?, a^itilH^^tf^tU 
T;^ + 7Si:LT(i, ^fSl~4CDt©^*l<, m*-\Z* h4-7S, x 
h^7g, n-7°ot*+->l> i-7D^->I> n-7h^->l, i-7*h^ 
71, t -7h*7S7«tfbn, gt^y h + 7S^#C 

-JtSS; ( 1 ) R 8 t^^niT;^^^!, r ^ J TJl-3*^m<£>TJia 
4=-7$3\ R b cDT^n LTfi, £B?ft&l~4 L<, 

ti, y h + yl, + n-7a^+^i, i - 7° □ n - 7" h 

^7X. i-7"h + ->l, sec-7Ft-7l t -7h + 7^^^ifbn5o 
^/cR b &C/R C ©r;U + ;i/StUT(±, 1 ~8 (DfecD^ * I < , i^Jx. 

I*> /=f-)im, xf^i, n-7*Df;US, i-7*at , ;H, n -7>^$, i 
- 7" f- sec-7f;H, t-7>;lxS> n-'O^I/S, i -'Of-A 
n-^+^t/S, i -/\+7;i/S, n-^7°^;i/S, i -^T'f-^S, n- 

6 



WO 99/50237 PCT/JP99/01621 

^tLTti, 7 7», E3*H^ H*?^ 3**fiK*#*tf«5ft*o 

AT ^ ;l {Ut L< (i^yf /1/7 ; 7l> * y SH©^C 

+ A-7;;l) ;7;77;l/D + i/i (ff i I < 117 ; y - C.-47A-3 + 

yl) . ^7;u*;i/7 S /7;i/3 + i>| t < (1^Ci-4T;u+;ut S y t 

7t'J;l> -f ^ ^ 7 U AS^Oll^xtS ; ; 2 - '>7 ; - 3 - C 

T A tA77--7;|; C i- 4 T;U3 + i/^- + "tf 'J AT «y - C M 7A 3 + 
; Cj. 6 ^?d7W)H KC,- 4 7;^ + ->i ; ^'7^y;i ;A D y 
y 7i-;l/t+->$ ; C ,- 4 T;U3 + '>*;I/jK-;1/T ;7I; ^ay>|^ ; 
y Ci- 4 7^;b7 t Ka4^>C ,- 4 T;U + AT ;7l; C,-,7;la + 

+*;1/^-;it ^ y c i- 4 7;i/3tyl^Ht' £>n£o ;:ti£it&£f ©C 
r;U+;UttT(i. 5=71/31. if;l/S, n-7Dt 4 ;H, i-^obVH, n 
-7?7H| N i-7*f7l/£, sec-7'f/H, t-7'f^S»T$n^o £ 
fcg&S*©C 1 -47;u=i*i'&tLTti, y h4-->S> iF + yl, n-7o 
tf+^S, i-7D^->I, + i - 7*h + yl, s e c - 7* h 

^SR e tltit 7;7I, ^7A + A'7 ; 71, 7;77A3 + yI, 

^7;^;i/7;7 7;i/3 + yi, fctfcSH^Ss t Ko b8tftt£it&£ 

-IRjC ( 1 ) vm&tl%Z)l7 t >T ^ K^ftdfel^T, 5^ Z <t LT(£> 
-NH(CH 2 ) n CK -NH(CH 2 ) n NH, =N(CH 2 )„N=, =N(CH 2 )-(K $ $ H # 0 * L < . 
Ar 1 tLTti. 7x-;H^JfiU, Ar 2 t Uli^oy y 7 x-Ai^ 
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L<, R" £ LTte^ny >Hh\ #(c£3^^$?£L<, R c irUTti^ 
7 A*:>7 UUOXoUT V&mXIZT lift i )±m&M®l& ; 7 v 

KiURT Ji*)ix)i7 t >Wt& ; >x;U7 * >S£fM> p - h;ux>x;U7 

®5si^ ^a7fc Tiy^ymmmo^mm^^xarji^iym 

£fc*3&BJii::{i, x/b7t>7; K0Hlft<z>?Mlltik S^WiaWStt***! 

«(D7sA7t>7; K$9ft ( 1 ) te, M*. lifcCDtffe 1 o TMitT 
6 I t^T^o 
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2Fttl : 



R a -^^fp" N Ar 1 -R 1 ' 
NH 2 

(2) 



Ar 2 -$0 2 -X (3) 




+ 




R c '-0H (4) 



N 



Ar ] -R b 
/SOg-Ar 2 



N S0 2 -Ar 2 
( 1 b) 




Arl-Rb 



S0 2 -Ar 2 



( 1 c) 



S£^U A, Z, Ar\ Ar\ R a &J;U<R b Itmitmt) 

-fttfrtu TSWfc^ (2) CX^7t-A^7^F (3) ££)££-tfn(S' 
^7X^7 * >T ; VW ( 1 a) &£.W7s)\>7 t>T; Fft (lb) #f#^fL 
get y x;U7 t>7; FKl a) i:7A3-;H ( 4 ) ££l££-£ft(£ffc£ 

zz.x\ fb^ti (2) ^;i/7t^A7^f k (3) t(DKm&, mncomr 
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(1 a) tT)l?-)im (4) tV&fclt, b 'J 7x^7U7 ^ > t 

£*>\ ::Tlg^i:Ltffl^btl5T;Wb^ (2) li. 7^^^; 
R b -Ar'-Z- ^#Al, -hnS^T^yS(ris7U-r^It(i<J:0#§Ii:^T^ 

<5 o 




NH(CH 2 ) 2 NH-Ar 1 -R b r^V^N N— Ar 1 — R b 




,R C ,R C 

N( n( 
x S0 2 -Ar 2 X S0 2 — Ar 2 

(Id) ( 1 e) 



A. Ar \ Ar 2 , R * , R b <fctfR c ItmtZtmt) 
<t&® (1 d) Ct+fJ/l/^oiJ K£gJ£<*-£fttf, Z^t^-7^>^^> 

m&**tz<t&® (1 e) ^#^§o 



1 0 



WO 99/50237 PCT/JP99/01 62 1 

*Wfiom)i7 * yr i Fffimw (i) zmmit. IP, tmn^t 

±&mm<m, *ji7 * >r * b*mm& ( 1 ) m&xi**^ * >t = mm 
ff»k WMM*<x>n¥toKitrmztizfe&*: 

otfel/^^ -l&iftKJ&AKfe^T. *;U7*>TS KSNM* (1) ttt 
3~ 1 , 0 0 Omg/B, L< li 1 0-5 0 Omg/Btfe^ Cft£iI3t 1 B 

mmm 
mm i 

N- [2 - ( 4 - ? o d 7 x y Xf ;H - o- 7i-l/>^7; > 

2 - (4-?dd7x 7 4^>x^y 30gi h 'J 7i-i^7^ 745. 5g 
tOf h 7 t Kd7 7 >iSftl00 m0 HE9ll{kK*57. 7g©f- h 5 t Ko 7 5 7/£ 

U 7i?T ; >51.92g^iPX.16B#rBltinmii^L/c 0 IfiiTp Lfc&, £l£/£C 
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7^^7 h?y7j - m&mm ^t>-itiif^= 5 : 1 ) -emmi 

Mp. : 95-97°C 

■H-NMR(270MHz, CDC£ 3 )<5: 
7.23 (2H,d. J=8.91Hz) , 6.85 (2H, d, J=8. 91Hz) , 6.81 (lH.m) , 
6.73 (3H.m) , 4.17 (2H, t, J=4. 94Hz) , 3.50 (2H, t. J=4. 94Hz) 

mmm 1 

N- [2- (4-^DD7i;t-» x^A] -N' - ( 4 - ? uuKy^fy^ 

#%«HlcD^tt30. 7g£h° 'J >>>100 ^ KfctfU 7K<%MWT4-?wK 
>Hf>x;U7 *x;u? o ij K^30^^ltTJ}Ilx./c^> Sffi-e30#H#Lfc o ii$H 

Mp. : 142- 143°C 
'H-NMR(270MHz. CDCi 3 )<5: 

7.67 (2H.d. J=8.91Hz) , 7.39 (2H, d. J=8. 91Hz) . 7.24 (2H. d. J=8. 91Hz) , 

7.15 (lH.m) , 6.86 (2H, d, J=8. 91Hz) , 6.80 (1H, d. J=7. 92Hz) , 

6.56 (2H,m) , 6.17 (1H, brs) , 4.09 (2H, t. J=5. 28Hz) , 

3.49 (2H, t, J=5.28Hz) 

mm\ 2 

N- ( 4 - *? uuKy^yxb-? -N- ( 2 - >J / ?)17 i J x^ )V) 

-N' - [2-.(4-?an7xy + ->) xf;l/] - o- 7x-l/>^7; > 
HMJ 1 ©£j»10.71gs h U 7x-UX7^ >9.63g, ^f^7;7x 

^y-A3.27g^x t Kd77 >60^t:r&jS?U fc&jfiTF^-r 7 7'd 

1 2 
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77 7^ - (igaj^tt ; 'M t -9->-tflSx^;u= i : i dd^I/A- y ^ 
Mp. : 99°C 

'H-NMR (270MHz. CDC ^ 3 ) d : 
7.65 (2H. d, J=8.58Hz) , 7.41 (2H. d, J=8. 58Hz) , 7.25 (2H. d. J=8. 91Hz) , 
7.18 (lH.m) , 6.87 (2H, d. J=8. 91Hz) , 6.72 (1H, d, J=8. 25Hz) , 

6.47 (2H,m) , 5.78 (lH.brs) , 4.08 (3H,m) , 3.51 (2H,m) , 
3.12 (lH.m) , 2.42 (lH.m) , 2.22 (lH.m) , 2.20 (6H.s) 

mmm 3 

N- (4 - ?ua<y-tfyx)l7 -N- ( 2 - i? / f- AT > J xf;L) 

-N' - [2 - (4-^DD7xy+y) xf;H - o- 7x^^^7; > - 

l/2i5il 

H»J2©^^l30gi:®S^8.94g^tl^7Kll767^(riiB^i?t> «E6«&, 

34.3g^efeM B B H <t LTfffCo 

Mp. : 84-86°C 

l H-NMR(270MHz, DMS0-d e )<5 : 
7.72 (2H.d, J=8.58Hz) , 7.62 (2H. d, J=8. 58Hz) , 7.36 (2H, d, J=8. 91Hz) , 
7.18 (lH.m) . 7.00 (2H. d, J=8. 91Hz) , 6.78 (1H. d, J=8. 24Hz) , 

6.48 (2H.m) , 4.18 (lH.s) , 4.10 (2H. t, J=5. 28Hz) , 4.00 (lH.m) , 
3.46 (2H. t, J=5.28Hz) , 3.18 (lH.m) , 2.35 (lH.m) , 2. 22C1H. m. 1H), 
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2.18 (6H.s) 
4 

N- [2 - (2-T;7xh + ^) -N- ( 4 - ? a a V y X A 7 

t =-)l) -N' - [2- (4-?nm7xy + 7) x^A] -o-7xXU>^ 

T ^ >|« 

■H-NMR (270MHz. CDC£ 3 )<5 : 
7.64 (2H, d, J=8.58Hz) , 7.43 (2H, d. J=8. 58Hz) , 7.23 (2H. d. J=8. 90Hz) , 
7.16-7.19 (lH.m) , 6.87 (2H, d, J=8. 91Hz) , 6.76 (1H. d, J=8. 24Hz) , 
6.52 OH, t. J=7.26Hz) , 6.41 (1H, d, J=7. 92Hz) , 5.16 (lH.br) , 
4.00-4.13 (2H,m) , 3.56 (2H. q. J=5. 61Hz) . 3.26-3.47 (5H,m) , 
2.74 (2H, t. J=5.28Hz) 

mmm 5 

N- (4-^DD^>-b*>^;l/7t-;l/) -N- [2- ( 2 - i?J f-JlT i J ) 
xf^^il] -N' - [2- (4-^oD7xy^^) x^;b] - 0 - 7 x 

'H-NMR(270MHz, CDCi 3 )5: 
7.34 (2H.d. J=8.58Hz) , 7.26 (4H, s) . 6.84 (2H. d. J=8. 91Hz) , 
6.59 (1H. t, J=7.58Hz) , 6.49 OH, d, J=7. 92Hz) , 6.38 (1H, t, J=7. 59Hz) , 
4.07 (lH.brt. J=5.28Hz) , 4.07 (2H. t. J=5. 31Hz) . 3.64-3.68 (4H.br) , 
3.49-3.51 (2H.m) , 3.23 (6H, s) , 3.18-3.22 (3H.m) 

N- (4-?Do^yf>x;l7t-;l/) -N- (3-T;^o^) -N' 
- [2 - (4-^dd7x; + is) Xf-A] - o-7xXU>^T~> 
1 H-NMR(270MHz. CDCis)<5: 
7.58 (2H.d. J=8.58Hz) . 7.42 (2H. d. J=8. 58Hz) . 7.22 (2H, d, J=9. 23Hz) , 
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7.18 (1H. t, J=8.58Hz) , 6.84 (2H, d. J=9. 24Hz) , 6.74 ( 1H. d, J=7. 26Hz) , 
6.48 (1H. t, J=7.58Hz) , 6.28 (1H, d. J=7. 92Hz) , 5.04 (1H, t, J=5. 94Hz) , 

4.08 (2H. t, J=5. 62Hz) , 3.74-3.80 (lH.m) , 3.54 (2H, q. J=5. 62Hz) , 
3.02—3.08 (lH.n) , 2. 86 (2H. t. J=7. 26Hz) 

mmmi 

N - (4-7;77'f^) - N - ( 4 - ? a □ ^ y -tf > >Wb 7 t -N' - 

[2 - (4-^dd7x;+-» xfA] - o- 7i-i/>^7;> 
1 H-NMR(270MHz, CDC ^ 3 )<5 : 
7.59 (2H.d. J=8.58Hz) , 7.41 (2H, d. J=8. 58Hz) , 7.22 (2H, d. J=9. 23Hz) , 

7.19 (lH.t.J=7.26Hz) , 6.85 (2H. d. J=9. 24Hz) , 6.75 (1H, d, J=7. 26Hz) , 
6.48 (1H. t,J=6.26Hz) , 6.27 (1H, d. J=7. 92Hz) , 5.06 (1H. t. J=6. 27Hz) , 

4.09 (2H. t, J=5. 61Hz) , 3.58-3.80 (lH.m) , 
3.55 (2H.q. J=5. 6, 5. 94Hz) , 3.03-3.08 (lH.m) , 

2.86 (2H. t. J=7.26Hz) , 1.63-1.65 (2H,m) , 1.26-1.45 (3H,m) 

N- (4-^oD^>i?'>xA-7 t~Jl) -N- [2 - ( 1 - b°D 'J *J J ) if 
A] - N ' - [2- (4-?an7x^-» if^] - o- 7xil/>^7; 
> 

I H-NMR(270MHz. CDCi 3 )<5 : 
7.65 (2H.d. J=8.58Hz) , 7.41 (2H, d. J=8. 25Hz) , 7.24 (2H. d, J=9. 56Hz) , 
7.18 (lH.t,J=6.6Hz) , 6.86 (2H, d, J=8. 91Hz) , 6.73 ( 1H, d. J=7. 92Hz) , 
6.42-6.50 (2H.m) , 5.71 (lH.brs) , 4.00-4.13 (2H.m) , 
3.10-3.19 (lH.m) , 2.52-2.66 (3H.ra) , 2.26-2.37 (3H,m) , 
1.71 (4H, brs) 

mm\ 9 

N - (4-?DD^>-b*>^7t^) - N - (2-tFn + ->xf;b) -N' 

1 5 
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- [2 - (4-?do7i^-» Xf A] - o- 7x^l/>^7; > 

'H-NMR(270MHz. CDC£ 3 )<5: 
7.64 (2H. d, J=8. 58Hz) , 7.45 (2H. d, J=8. 58Hz) , 7.24 (2H. d. J=9. 24Hz) , 
7.18-7.23 (lH.m) , 6.88 (2H. d, J=9. 24Hz) , 6.82-6.86 (lH.m) , 

6.61 (1H. t. J=7.59Hz) , 6.32 (1H. d, J=7. 91Hz) , 4.11-4.19 (4H,ra) , 

3.64- 3.69 (1H. m) , 3.55 (lH.br) , 3.31-3.39 (lH.m) , 
3.07-3.20 (2H.m) 

mmm 1 o 

N - (4 - 7 nn<yifyx)l7 -N- [3- ( 4 - b° 'J : J)l) 7'nt' 

Jl] -N' - [2- (4-?DD7iy+-7) Xf-;U] - o-7i-l/>^7; 
> 

'H-NMR(270MHz, CDC ^ 3 ) <5 : 
8.40 (2H.d, J=5.94Hz) , 7.58 (2H, d. J=8. 58Hz) , 7.43 (2H, d..J=8.'58Hz) , 
7.20 (2H.d, J=8. 91Hz) , 7. 18-7. 20 (1H. m) , 6.94 (1H, d. J=5. 94Hz) , 
6.80 (2H.d. J=9.24Hz) , 6.53 (1H, t, J=7. 26Hz) , 6.30 ( 1H, d, J=7. 58Hz) , 
5.14 (1H, t. J=5. 94Hz) , 4.08-4.16 (3H,m) , 3.80-3. 90 (lH.m) , 
3.57 (2H.q. J=4.39, 5. 6Hz) , 3.06-3.08 UH.m) , 2.53-2.69 (2H.m) , 

1.65- 1.81 (2H.m) 
MM®1 1 

N- (2-7;yxf^) -N- (A- / h + i/< > if >XJl 7 * -Jl) -N' 
~ [2 - (4-?DD7x;+^) lf^] - o- 7x-b>^7; > 
, H-NMR(270MHz, CDC ^ 3 )<5 : 

7.62 (2H, d, J=8.91Hz) , 7.23 (2H. d. J=8. 90Hz) , 7.17 (1H. t. J=7. 58Hz) , 
6.93 (2H, d, J =8. 90Hz) , 6.87 (2H. d, J=8. 91Hz) , 6.75 (1H. d, J=8. 24Hz) , 
6.51 (1H, t, J=7.26Hz) , 6.34 (1H, d, J=7. 59Hz) , 4.14 (2H, t, J=5. 81Hz) , 
3.89-3.97 (lH.ra) , 3.86 (3H.s) , 3.56 (2H. t, J=5. 28Hz) , 

1 6 
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3.05-3.13 (lH.m) , 2.70-2.77 (lH.m) , 2.59-2.69 (lH.m) 

mm\ 1 2 

N - ( 4 - ? a aKy-^fyxJiy ;U) -N- [3- ( 2 - li »J xf A] 
-N' - [2 - (4-?DD7x7 + ^) Xf;H - o-7i-b>-^7;> 
'H-NMR(270MHz. CDC^ 3 )5: 
8.42-8.44 (lH.m) , 7.61 (2H, d. J=8. 58Hz) , 7.50 (1H, t, J=7. 98Hz) , 
7.41 (2H. d. J=8. 58Hz) , 7.20 (2H. d. J=9. 24Hz) , 7.15-7.18 (lH.m) , 
7.00-7.09 (2H,m) , 6.83 (2H, d, J=9. 24Hz) , 6.75 (1H, d, J=8. 25Hz) , 
6.50 (lH.t. J=7.75Hz) , 6.40 (1H, d. J=7. 92Hz) , 5.30 (1H, t. J=5. 94Hz) , 
4.20-4.31 (lH.m) , 4.08 (2H. t. J=5. 61Hz) , 3.55 (2H. q. J=5. 60Hz) , 
2.91-3.02 (lH.m) , 2.76-2.86 (lH.m) 

mmm 1 3 

N - (5 -T UKyl-h) -N- (4 -?an<>-tf>x^7 *-)],) -N' 
- [2 - (4-^DD7x;+y) xf^] - o-7x-l/>i?7; > 
, H-NMR(270MHz, CDC£ 3 )<5: 
7.59 (2H.d. J=8.58Hz) , 7.41 (2H. d. J=8. 58Hz) , 7.22 (2H. d. J=9. 23Hz) , 
7.18 (1H. t. J=8.58Hz) , 6.84 (2H, d, J=9. 24Hz) , 6.75 (1H, d. J=7. 26Hz) , 
6.48 (lH.t.J=7.59Hz) , 6.27 (1H, d, J=7. 92Hz) , 5.06 (1H, t, J=5. 94Hz) , 
4.09 (2H.t.J=5.61Hz) , 3.72-3.80 (lH,m) , 3.55 (2H, q, J=5. 60Hz) , 
3.03-3.08 (lH.m) , 2.86 (2H, t, J=7. 26Hz) , 1.63-1.65 (2H.m) , 
1.26-1.45 (4H.m) 

mm\ 1 4 

N- (4-^aA;>i?'>xi7tx;l/) - N - [2- ( 2 - i/T J - 3 - / f- 
)\,7T — iJj) x h^>x^;H -N' - [2 - (4-^D7x;+y) xf 
A] -0-7x-l>^7;> 
'H-NMR (270MHz. CDC£ 3 )(5: 

1 7 
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7.60 (2H, d. J=8. 58Hz) , 7.43 (2H, d. J=8. 58Hz) , 7.25 (2H. d, J=8. 91Hz) , 
7.17-7.22 (lH.m) , 6.86 (2H. d. J=9. 24Hz) , 6.76 (1H. d. J=7. 25Hz) , 
6.54 (1H. t. J=7.26Hz) , 6.42 (1H, d, J=7. 92Hz) , 5.82 (lH.brs) , 
5.74 (1H. brs) , 5.06 ( 1H. t, J=5. 94Hz) , 4.01-4.16 (4H.m) , 
3.25-3.55 (8H.m) . 2.82 (3H, d. J=4. 95Hz) , 2.79-2.87 (2H.m) 

mmm 1 5 

N- (4-?DD^>i?~>X^7*-il) -N- [2- (2-t^'J^y) if 
)l] -N' - [2- (4-^DD7xy+y) xf;b] - o-7x-l>^7; 

> 

I H-NMR(270MHz. CDC0 8 )5: 
7.77-7.85 (lH.m) , 7.62 (2H. d. J=8. 91Hz) , 7.55 (1H. t. J=4. 29Hz) , 
7.50-7.54 (2H.m) , 7.30-7.46 (2H,m) , 7.12-7.30 (3H,m) , 
6.86 (2H,d. J=5.28Hz) , 6.75 (1H, d, J=8. 24Hz) , 6.51 (1H. d, J=15. 18Hz) , 
6.31 (1H. t. J=6.59Hz) , 5.15 (1H. t. J=5. 94Hz) , 4.13 (2H. q. J=5. 28Hz) , 
3.83-3.98 (lH.m) , 3.54 (2H, q, J-5. 94Hz) , 3.09-3.17 (lH.m) , 
2.93-2.98 (lH.m) , 2.42-2.52 (2H,m) , 1.16-1.83 (8H.m) , 
0.90-1.03 (lH.m) 

mmm 1 6 

N- ( 4 - 0 n a<y-tf>ZJ\,7 *— ;10 -N- [2- + 

JlTiJ) xh + i/xf^] -N' - [2 - (4-?DD7i; + -» xfyl] 

-o-7x-l/>i?7; y 

'H-NMR (270MHz, CDC£ 3 )<5: 

7.64 (2H. d. J=8. 58Hz) , 7.46-7.56 (lH.m) , 7.44 (2H, d. J=8. 58Hz) , 

7.24 (2H,d, J=8. 90Hz) , 7.16-7.19 (2H.m) , 7.87 (2H, d, J=8. 91Hz) , 

6.75-6.79 (2H,m) , 6.53 ( 1H. t, J=7. 59Hz) , 6.40 (1H, d. J=7. 92Hz) , 

5.10-5.14 (lH.m) , 4.38 (2H, q. J=5. 16Hz) , 4.02-4.14 (4H,m) , 

1 8 
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3.53-3.59 (2H.m) , 3.40-3.48 (4H.m) , 3.26-3.33 (2H.m) 

nmm \ i 

N- ( 4 - 7 u d Ky-tfyxk-y -N- [2- ( 2 - -> 7 a^^UO 

K) iF^i/xfiH -N' - [2 - (4-?ao7W^>0 xf-;U] - 

, H-NMR(270MHz, CDC ^ 3 ) <5 : 
7.61 (2H, d, J=8. 25Hz) , 7.42 (2H, d. J=8. 25Hz) , 7.16-7.26 (4H.m) , 
6.85 (2H,d, J=8.91Hz) , 6.43-6.78 (2H.m) , 5.02-5.16 (lH.m) , 
4.04-4.12 (2H.m) , 3.27-3.57 (6H,m) , 1.25-1.87 (lOH.m) 

mm\ 1 8 

N- (4-^nn^>t*>X^7t-^) -N- + 

Jl) -N' - [2 - (4-?aD7xy+-» x^;l] -o-7xXU>S?T^ 

y 

'H-NMR (270MHz, CDC ^ 3 ) d : 
7.78 (2H,d, J=8.90Hz) , 7.72 (2H, d, J=8. 90Hz) , 7.41 (2H. d. J=9. 24Hz) , 
7.21-7.27 (lH.m) , 7.03 (2H, d, J=8. 91Hz) , 6.87 (1H, d, J=8. 24Hz) , 
6.56 (2H,d, J=3.30Hz) , 4.14-4.18 (2H,m) , 3.56 (2H, brt. J=12. 86Hz) , 
3.45-3.49 (2H.m) , 3.28 (lH.br) 

mmm 1 9 

N- (2-7'otxf;b) - N - ( 4 - 7 aa^y-if y^JVV t - N ' - 
[2 - (4-?DD'7i;+i/) if;l/] - o-7x-b>77;> 
'H-NMR(270MHz, CDCi 8 )<5: 

7.64 (2H.d. J=8.58Hz) , 7.44 (2H. d. J=8. 58Hz) , 7.24 (2H. d, J=8. 57Hz) , 

7.21 (1H. t.J=8.58Hz) , 6.86 (2H. d. J=8. 91Hz) , 6.62 (1H, d. J=8. 24Hz) , 

6.53 (1H, t. J=7.92Hz) , 6.45 (1H, d, J=7. 92Hz) , 

5.05 UH.brt. J=5. 94, 5. 61Hz) , 4.14-4.22 (lH.m) , 

1 9 
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4.13 (2H. t, J=5. 94Hz) , 3.55 (2H, q. J=5. 93Hz) , 3.26-3.52 (3H.m) 

mw\ 2 0 

N - [2 - (4-^oD7i;t-» -N' - [2 - (4-?dd7x 

j + -» if;[/] - N' - ( 4 - ^ a a^>-t?->x;b7 *— ;u) - o- 7x-l 
> ~77" ^ > 

'H-NMR(270MHz, CDC ^ 3 ) d : 
7.67 (2H,dm, J=8. 6Hz) , 7.44 (2H, dm, J=8. 6Hz) , 7.23 (2H, dm, J=8. 9Hz) , 

7.21 (lH.td, J=7.9, 1.7Hz) ,7.11 (2H, dm, J=8. 9Hz) , 
6.78 (lH.dd, J=7. 6, 1.3Hz), 6. 76 (2H, dm, J=8. 9Hz) , 
6.62 (2H,dm, J=8.9Hz) , 6.55 ( 1H, td, J=7. 6, 1.3Hz) , 
6.44 (lH.dd. J=7.9, 1.7Hz) , 5.0-5.4 (lH.br) , 
4.24 (lH.dt. J=13.9, 6.2Hz) , 3.82-3.98 (4H,m) , 
3.52 (lH.dt. J=13.9, 4. 9Hz) , 3.37-3.46 (2H,m) 

Ltz 0 

mm 2 1 

N- [2 - (2-7;;) xR^Xfi] -N- ( 1 - 7^ > XJl 7 * 
-N' - [2- (4-?nD) 7xy+^xf;H -o-7x^-U>^T^> 
'H-NMR(270MHz. CK£ 3 )6: 

7.22 (2H, d. J=8. 4Hz) , 7.14 (1H, d. J=7. 59Hz) , 6.84 (2H. d. J=8. 91Hz) , 
6.78 (lH,d, J=7.91Hz) , 6.71 (1H, t, J=7. 92Hz) , 

5.18 (lH,brt, J=5. 94Hz) , 4.11 (2H, t, J=5. 61Hz) , 
3.87 UH,tt.J=5. 61, 5.60Hz) , 3.54-3.68 (3H,m) , 3.39-3.47 (4H.m) , 
3.04-3.19 (2H.m) , 2.79 (2H, t, J=4. 94Hz) , 1.77-1.89 (2H.m) , 
1.58 (2H,m) , 1.35-1.48 (2H.m) , 0.92 (3H, t. J=7. 59Hz) 

mm 2 2 

2 0 
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N- [2- (2-TiJ) i^yxf;b] - N - (/ - N ' 
- [2- (4-^oa) 7i7^i/xfA] - o-7x-b>^7;> 
'H-NMR(270MHz. CDC£ 3 )5: 

7.22 (2H,d. J=8.9Hz) , 7.19-7.22 (lH.m) , 7.15 (1H, d. J=7. 92Hz) , 

6.84 (2H.d. J=8.91Hz) , 6.79 (1H, t, J=6. 93Hz) , 

5.14 (lH.brt. J=5.94Hz) , 4.11 (2H, t, J=5. 61Hz) , 3.70-3.79 (2H,m) , 
3.58 (2H.q. J=5. 94Hz) , 3.41-3.49 (2H.ra) , 3.02 (3H, s) , 
2.81 (2H. t.J=5. 30Hz) 

mm\ 2 3 

N- [2 - ( 2 -T S J ) x ht->if-^] -N- ( 1 -i^XA-7^il) 
-N' - [2 - (4-^DD7xy^-» Xf-;H - o- 7i-l>-;7;> 
'H-NMR(270MHz, CDCi s )S: 

7.21 (2H. d. J=8. 91Hz) , 7.15-7.19 (lH.m) , 6.84 (2H. d, J=8. 91Hz) , 
5.12 (lH.brt) , 4.13 (2H, t, J=5. 61Hz) , 3.81-3.90 (lH.m) , 
3.58-3.71 (5H,m) , 3.45-3.49 (2H.m) , 3.12 (2H, q. J=7. 26Hz) , 
3.00-3.05 (2H.m) , 1.35 (3H, t, J=7. 59Hz) 

mmm 2 4 

N- [2 - ( 2 -T * J ) x h + S/xf-;!/] -N- ( 1 - 7°d/n°>xA7 tx;l) 
-N' - [2 - (4-^dd7x^-» - o-7xxU>-7T^> 

'H-NMR(270MHz. CDCi 3 )<5: 

7.22 (2H, d.J=8. 90Hz) , 7.15 (1H, d, J=7. 92Hz) , 6.84 (2H, d, J=9. 24Hz) , 
6.77 (1H. d. J=8.24Hz) , 6.70 (1H. t. J=7. 59Hz) , 

5.18 (lH.brt, J=5.94Hz) , 4.12 (2H. t. J=5. 61Hz) , 3.72-3.89 (lH.m) , 
3.63-3.69 (lH.m) , 3.54-3.60 (2H,m) , 3.39-3.47 (3H.ni) , 
3.10 OH,t,J=7.26Hz) , 3. 12 (1H. t. J=8. 9Hz) , 2.79 (2H, t. J=5. 28Hz) , 
1.82-1.96 (2H.m) , 1.49 (2H. brs) , 1.02 (3H. t. J=7. 26Hz) 

2 1 
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mmm 2 5 

N - [2 - (2-T^y) ih + ->xf^] -N- (2 -7°d/<>x;U7 
-N' - [2 - (4-^D07x;+y) ifA] - o-7x-l/>-?7; > 
'H-NMR (270MHz. CDC^ 3 )5 : 
7.22 (2H, d. J=8. 90Hz) , 7.16 (1H, d. J=7. 92Hz) , 6.85 (2H, d. J=8. 91Hz) , 
6.78 (lH,d, J=8.24Hz) , 6.71 (1H, t, J=7. 43Hz) , 5.22 (1H, t. J=5. 94Hz) , 
4.13 (1H, t. J=5.61Hz) , 3.96-4.06 (lH.m) , 3.57 (2H. q. J=5. 61Hz) , 
3.35-3.50 (4H.m) , 2.81 (2H. t. J=4. 94Hz) , 2.34 (2H, br) , 
1.40 (6H,dd, J=6.59Hz) 

mmm 2 6 

N- [2 - (2-T i J ) lh + ->xf)H -N- ( 1 9 >XA-7 *-Jl) 

-N' - [2 - (4-^DD7i;^^) xf^] - o-7xXP>-;7;> 
! H-NMR(270MHz, CDCi,)5 : 
7.22 (2H.d, J=8.9Hz) , 7.14 ( 1H. d, J=7. 92Hz) , 6.84 (2H. d, J=8. 91Hz) , 
6.75 (lH.d. J=8.24Hz) , 6.70 (1H, t. J=7. 92Hz) , 5.18 ( 1H, t. J=5. 94Hz) , 
4.11 (2H, t. J=5.61Hz) , 3.82-3.92 (lH.m) , 3.54-3.69 (3H,m) , 
3.37-3.47 (3H.m) , 3.06-3.18 (2H,m) , 2.79 (2H. t. J=4. 95, 5. 28Hz) , 
1.78-1.89 (2H.m) , 1.25-1.40 (lOH.m) , 0.87 (3H. t. J=6. 6Hz) 

mm\ 2 7 

N- [2 - (2-7 1J) x h + ->xf;H -N- ( 1 -^>^>X^7tx^) 
-N' - [2 - ( 4 - i? do 7 x J xf;i/] - o - 7 x-U yi?T I y 

'H-NMR (270MHz, CDC£ 3 )5 : 

7.22 (2H, d. J=8. 90Hz) , 7.14 (1H, d. J=7. 75Hz) . 6.84 (2H, d. J=8. 91Hz) , 

6.78 (lH.d. J=8.24Hz) , 6.70 (1H. t, J=7. 59Hz) , 

5.18 (lH.brt. J=5. 94Hz) , 4.11 (2H. t. J=5. 61Hz) , 3.82-3.89 (lH.m) , 
3.54-3.71 (3H.m) , 3.39-3.47 (4H,m) , 3.08-3.15 (2H.m) , 



WO 99/50237 



PCT/JP99/01621 



2.79 (2H, t. J=5.28Hz) , 1.79-1.87 (2H,m) , 1.55 (2H, br) , 
1.31-1.38 (3H.m) , 0.89 (3H. t. J=7. 92Hz) 

mmm 2 s 

N- [2 - (2-TiJ) x|^->ifA] -N- (1 -^f>XA7t-A) 
-N' - [2 - ( 4 - 9 dd7 x J if;H - o-7x^^-;7 - > 

1 H-NMR(270MHz, CDC2 3 U: 
7.20 (2H,d. J=7.58Hz) , 7.14 OH, d, J=7. 75Hz) , 6.84 (2H, d, J=8. 90Hz) , 
6.75 (lH.d, J=8.24Hz) , 6.68 (1H, t. J=7. 52Hz) , 5.18 (1H. t. J=5. 90Hz) , 
4.11 (2H. t, J=5.60Hz) , 3.80-3.92 (lH.m) , 3.54-3.68 (3H,m) , 
3.39-3.46 (4H,m) , 3.08-3.15 (2H,m) , 2.79 (2H, t, J=5. 28Hz) , 
1.79-1.89 (2H,m) , 1.22-1.42 (7H) , 0.88 (3H, t, J=6. 93Hz) 

mmm 2 9 

N- [2 - (2-7;;) + -N- (1 -^7 ^ 5'>x;^7 t~Jl) 

-N' - [ 2 - (4-7aD7x;+-» if/l/] - o - 7 x-U > ; > 
'H-NMR (270MHz, CDC£ 3 )<5: 
7.20 (2H,d. J=7.59Hz) , 7.14 (1H, d, J=7. 75Hz) , 6.84 (2H, d, J=8. 91Hz) , 
6.75 (lH.d. J=8.24Hz) , 6.70 (1H, t, J=7. 51Hz) , 5.18 (1H, t, J=5. 94Hz) , 
4.11 (2H.t. J=5.61Hz) , 3.82-3.92 (lH.m) , 3.54-3.62 (3H.m) , 
3.39-3.47 (4H.m) , 3.06-3.18 (2H,m) , 2.79 (2H. t, J=5. 28Hz) , 
1.78-1.89 (2H,m) , 1.20-1.42 (9H,m) , 0.87 (3H, t. J=7. 26Hz) 

mmm 3 0 

N- [2- (^/f/l/7;;) xf-;l/] -N-X5 7 - [2 

- (4-7DD7x7t-» Xf-;l/] - o-7i-l/>^7; >iM@&iM 
'H-NMR(270MHz. DMS0-d 6 )<5 : 
10.75 (1H, br) , 7.54-7.65 (2H,m) , 7.32 (2H. d, J=9. 24Hz) , 
7.28-7.33 (lH.m) , 7.22 (1H. t. J=8. 24Hz) , 6.97 (2H. d, J=8. 91Hz) , 

2 3 
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6.85 (lH.d. J=8.58Hz) , 6.67 (1H. t. J=7. 59Hz) , 4.06-4.14 (2H.m) , 
4.02 (2H, q, J=7.59Hz) , 3.76-3.83 (lH.m) , 3.54 (2H, t. J=5. 28Hz) , 
3.26-3.35 (2H,m) , 3.09 (2H, brs) , 2.72 (6H. d, J=9. 24Hz) , 
1.23 (3H, t,J=7.59Hz) 

mmm 3 1 

N- [ 2 - IJ) xf;i/] -N- (1 -7^>XA'7t-i) - N ' 

- [2 - (A-^oayxJ^-iy) x^;b] - 0 - 7x^b>^7; >&Bfci£ 
■H-NMR (270MHz. DMS0-d 6 )<5 : 

10.20 (1H, br) , 7.32 (2H, d, J=8. 58Hz) , 7.29-7.33 (lH.m) , 
7.22 (1H, t. J=8.24Hz) , 6.97 (2H. d. J=8. 91Hz) , 6.84 ( 1H, d. J=8. 25Hz) , 
6.67 (1H. t. J=7.26Hz) , 4.11 (2H. t. J=5. 61Hz) , 4.00-4.05 (lH.m) , 
3.70-3.75 (lH.m) , 3.53 (2H, t, J=5. 94Hz) , 3.24-3.55 (2H,m) , 
3.06 (2H,br) , 2.73 (6H, d. J=13. 20Hz) 

mm 3 2 

N- [ 2 - (S>y 3- JIT I J ) X^;H -N- ( 1 -^>XA'7t-A) - 
N' - [2 - (4-7od7i;+-» xf A] - o-7x-l/>^7 $ yi&m 

•ant 

'H-NMR (270MHz, DMSO-de) <5 : 
10.24 (1H, br) , 7.32 (2H. d. J=8. 58Hz) , 7.29-7.32 (lH.m) , 
7.22 (1H, t, J=8.24Hz) , 6.97 (2H, d, J=8. 91Hz) , 6.84 OH, d, J=8. 24Hz) , 
6.67 (lH.t.J=7.58Hz) , 4.10 (2H. t. J=5. 61Hz) , 3.74-3.80 (lH.m) , 
3.51-3.55 (2H,m) , 3.24-3.53 (2H.m) , 3.06 (2H. brs) , 
2.73 (6H.d. J=12.21Hz) , 1.63-1.65 (2H.m) , 0.84 (2H, t, J=6. 27Hz) 

mmm 3 3 

N- [2 - (2-TiJ) xh + ->xf;l] -N-^>-tf>x;l'7t-A-N' 

- [2 - (4-?na7x; + ->) xf;l/] - o - 7 x-U * > 
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'H-NMR(270MHz. CDCi 3 )(5: 
7.72 (2H.d. J=7.59Hz) , 7.58 (1H. t. J=7.26Hz) , 7.46 (2H, t. J=7. 92Hz) , 
7.23 (2H, d, J=8. 57Hz) , 7.17 (1H, t. J=8. 25Hz) , 6.87 (2H, d, J=8. 91Hz) , 
6.76 (lH,d, J=8.24Hz) , 6.49 (1H, t. J=7. 59Hz) , 6.38 ( 1H. d. J=7. 92Hz) , 
5.19 (1H, t. J=5.94Hz) , 4.11 (2H, t, J=5. 94Hz) , 4.02-4.11 (lH.ra) , 
3.56 (2H,q. J=5. 94Hz) , 3.24-3.50 UH.m) , 2.71 (2H, t, J=5. 28Hz) 

nmm 3 4 

N- [2- ( c Jt=f-)lTiJ) -N-^>-t?>X;U7 -N' - 

[2 - (4-?dd7i; + ^/) xf-;u] - o-7 x.-vyjy i >f£^t& 

'H-NMRC270MHZ, DMS0-d 6 )5 : 
10.69 (1H, brs) , 7.74 (2H, d, J=7. 92Hz) , 7.73-7.76 (lH.m) , 
7.34 (2H,d, J=8.91Hz) , 7.16 (1H. t, J=7. 26Hz) , 7.00 (2H, d, J=8. 91Hz) , 
6.82 (lH,d. J=7.59Hz) , 6.43 (1H, t. J=7. 26Hz) , 6.24 (1H, d, J=7. 92Hz) , 
4.30-4.35 (lH.m) , 4.12 (2H, t. J=5. 61Hz) , 3.44-3.55 (3H.m) , 
3.10 (2H,brs) , 2.76 (6H, dd, J=12. 21. 3. 3Hz) 

mmm 3 5 

N- [2 - (2-r^y) xF + ->xf/i/] -N- (p- h^x>x;i7t-;i-) 
-N' - [2 - ( 4 - ? dd 7 x J + - o- 7i-^^7;> 

'H-NMR (270MHz, CDC2 3 )<5: 
7.59 (2H.d. J=8.25Hz) , 7.24 (2H. d. J=8. 9Hz) , 7.22 (2H. d, J=6. 59Hz) , 
6.87 (2H.d. J=8.91Hz) , 6.75 (1H. d. J=7. 25Hz) , 6.50 (1H. t. J=7. 92Hz) . 
6.40 (lH.d, J=7.92Hz) , 5.19 (1H, brs) , 4.11 (1H, t, J=5. 28Hz) , 
4.02-4.09 (lH.m) , 3.56 (2H. q. J=5. 28Hz) , 3.21-3.47 (3H.m) , 
2.74 (2H.t.J=4.95, 4. 85Hz) , 2.41 (3H, s) 

mmm 3 6 

N- [2 - (iS/f-A/T I J ) x^;b] -N- (p - h tls. > x;U7 * -;u) - 



WO 99/50237 PCT/JP99/01621 

'H-NMR(270MHz, DMS0-d 6 ) 8 : 
10.22 (lH.br) , 7.61 (2H. d. J=8. 25Hz) , 7.42 (1H. d. J=8. 25Hz) , 
7.34 (2H.d. J=9.24Hz) , 7.16 (1H. t. J=7. 26Hz) , 6.99 (2H, d. J=8. 91Hz) , 
6.82 (lH.d. J=7.92Hz) , 6.44 (1H, t. J=7. 25Hz) , 6.25 OH, d, J=6. 60Hz) , 
4.23-4.30 (lH.m) , 4.11 (2H, t, J=5. 61Hz) , 3.41-3.53 (3H,m) , 
3.16 (3H, s) , 3.06 (2H, brs) , 2.63 (6H, d. J=17. 16Hz) 

mmm 3 7 

N- [2 - (2-T i J) xh^->xf;H - N - (1 -f7H>^/l'7t- 
)l) -N' - [2- (4-?OD7x;+-» Xfi] - o-7xXlx>y7; 
> 

] H-NMR(270MHz, CDCi 3 )<5: 
8.64-8.69 (lH.m) , 7.99-8.08 (2H.ra) , 7.88-7.91 (lH.m) , 
7.52-7.55 (2H.m) , 7.52 (1H. t, J=4. 29Hz) , 7.23 (2H. d. J=8. 90Hz) , 
7.11 (1H, t,J=6.93Hz) , 6.76 (2H, d, J=8. 90Hz) , 6.69 ( 1H. d. J=7. 59Hz) , 
6.60 (lH.d. J=7.58Hz) , 6.44 (1H, t, J=7. 59Hz) , 4.85 (1H. t. J=6. 27Hz) , 
4.10-4.19 (lH.m) , 3.74-3.86 (lH.m) , 3.66-3.72 (lH.m) , 
3.41-3.56 (3H,m) , 3.29 (2H. t. J=4. 95Hz) , 3.14-3.23 (1H. s) , 
2.66 (2H. t, J=4. 94Hz) 

mmm 3 8 

N - [ 2 - (-7/ =f-)V7 I J ) xf-A] -N- ( 1 V >Z)17 *-Jl) 

-N' - [2 - (4-^OD7xy^ri/) X^A] - 0 - 7 x x U > 'JT I 

■H-NMRC270MHZ. DMS0-d 6 )<5 : 
10.95 (lH.brs) , 8.33 (2H, t. J=9. 57Hz) , 8.12 (2H, t, J=7. 58Hz) , 
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7.49-7.67 (4H,m) , 7.35 (2H. d, J=8. 91Hz) , 7.12 (1H. t. J=8. 58Hz) , 
6.95 (2H.d. J=8. 91Hz) , 6.77 (1H. d, J=8. 24Hz) , 6.29-6.79 (2H.m) , 
4.22-4.33 (lH.m) , 3.88-3.96 (lH.ra) , 3.41-3.48 (lH.m) , 
3.31-3.39 (lH.m) , 3.14 (2H. brs) , 2.74 (6H, dd. J=2. 97, 10.23Hz) 

mm\ 3 9 

N- [2 - (2 - 7 ; 7) ih + i/if^'] -N- ( 4 - / h + ^>t'>XA 
7t-W -N' - [2 - (4-^DD7xy^-» ifA] - o- 7x^b> 

'J~f i y 

•H-NMR (270MHz. CDCi 3 )S: 
7.64 (2H,d. J=8. 91Hz) , 7.23 (2H, d, J=8. 90Hz) , 7.17 (1H, t. J=6. 93Hz) , 
6.91 (2H, d. J=8. 90Hz) , 6.87 (2H. d. J=8. 91Hz) , 6.75 ( 1H. d. J=7. 26Hz) , 
6.51 (1H, t. J=7.26Hz) , 6.42 (1H. d, J=7. 59Hz) , 
5.21 (1H, brt, J=5. 94Hz) , 4.11 (1H, t, J=5. 94Hz) , 3.85 (3H, s) , 
3.56 (2H, q. J=5. 61Hz) , 3.22-3.46 (3H.m) , 2.72 (2H, t, J=5. 28Hz) 

mmm 4 0 

n- [2 - am-jir i j) -N- (4 - y YZ-y^y^yjuu * 

-N' - [2 - ( 4 - ? 007 x7 + •» xf;l/] -o-7x-U>>>7 
^. y ts. @J? Is. 

'H-NMR (270MHz, DMSO-de) 5 : 
10.27 (1H, brs) , 7.65 (2H, d, J=8. 91Hz) , 7.55—7.61 (lH.m) , 
7.34 (2H,d. J=8. 91Hz) , 7.16 (1H, t, J=7. 26Hz) , 7.12 (2H, d, J=8. 91Hz) , 
7.00 (2H,d, J=8.91Hz) , 6.82 (2H, d, J=7. 92Hz) , 6.46 (1H, t, J=7. 25Hz) , 
6.29 (lH.d, J=7.92Hz) , 4.24-4.29 (lH.m) ,4.11 (2H, t. J=5. 28Hz) , 
3.86 (3H,s) , 3.39-3.55 (3H.m) , 3.06 (2H, brs) , 
2.77 (6H, d. J=15.84Hz) 

mm 4 1 
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N- [2 - (2-7;;) x F + ->xf A] - N - (4 - 7;bta^>t'>XA 
7* -A) -N' - [2 - (4-?DD7iy+y) -o-7xXU> 
^7 ; > 

'H-NMR (270MHz, CDCi 3 )<5: 
7,73 (1H, d, J=4.95Hz) , 7.70 (1H, d, J=4. 95Hz) , 7.10-7.26 (6H,m) , 
6.87 (2H,d. J=9.24Hz) , 6.78 (1H, d, J=8. 24Hz) , 6.52 (1H, t, J=7. 92Hz) , 
6.39 (lH.d, J=7.59Hz) , 5.18 (lH.brs) , 4.12 (2H, t, J=5. 28Hz) , 
4.04 (1H, t. J=6.6Hz) , 3.56 (2H, br) , 3.27-3.48 (6H.m) , 
2.77 (2H, t. J=4.95Hz) , 

mmm 4 2 

N- [ 2 - {it* ?)IT I J ) xf-;U] - N - (4-7Ato^>^>x;b7t 
x;b) -N' - [2 - (4-^oD7x7t-» xfA] - o-7x-l>77 

^ fen Bz ^frn 

■H-NMRC270MHZ. DMS0-d 6 )<5 : 
10.10 (1H, br) , 7.63 (2H, d, J=7. 53Hz) , 7.57 (2H, d, J=7. 59Hz) , 
7.48 (1H, t, J=8. 91Hz) , 7.35 (2H, d, J=8. 91Hz) , 7.17 (1H, t. J=7. 26Hz) , 
6.98 (2H,d. J=8. 91Hz) , 6.83 ( 1H, d, J=8. 25Hz) , 6.46 ( 1H. t. J=7. 25Hz) , 
6.27 (1H, d, J=7. 94Hz) , 4.26-4.32 (lH.ra) , 4.12 (2H. t. J=5. 61Hz) , 
3.48-3.53 (lH.m) , 3.07 (2H, brs) , 2.79 (6H, dd, J=21. 77, 2. 97Hz) 

mm\ 3 

N- [2- (2-T^y) + -N- (4 -y'a^Ky-ifyxJly 

*x;l) - N' - [2 - (4-?nn7x7^» x^A] - o-7x-U>i? 
7 ; y 

1 H-NMR (270MHz, CDCi 3 )<5: 
7.61 (2H.d. J=9.24Hz) , 7.56 (2H, d, J=9. 24Hz) , 7.22 (2H. d. J=9. 23Hz) , 
7.19 (1H, t, J=7.26Hz) , 6.87 (2H, d, J=9. 24Hz) , 6.76 (1H, d, J=8. 24Hz) , 
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WO 99/50237 



PCT/JP99/01621 



6.53 (1H. t. J=7.92Hz) , 6.42 (1H, d. J=7. 92Hz) , 

4.97 (1H, brt. J=6. 27Hz) , 4.00-4.13 (3H.m) , 3.26-3.57 (llH.ra) , 
2.74-2.78 (2H.m) , 2.08 (2H.br) 

mm 4 4 

N- [ 2 - (it/ 3- JIT i J ) xf;H -N- ( 4 - 7*n*zK >-tr >x A- 7 * - 
Jl) -N' - [ 2 - (4 - ^DD7x J Xf;H -o-7^l>';7; 

> • HC £ 

, H-NMR(270MHz, DMS0-d.)<5: 
10.08 (lH.br) , 7.85 (2H. d. J=8. 58Hz) , 7.64 (2H, d, J=8. 58Hz) , 
7.58 (1H, t. J=6.93Hz) , 7.34 (2H, d. J=8. 91Hz) , 7.17 (1H. t. J=7. 26Hz) , 

6.98 (2H, d, J=8.58Hz) , 6.83 (1H, d. J=7. 92Hz) , 6.47 (1H, t. J=7. 25Hz) , 
6.32 (lH.d. J=6.92Hz) , 4.26-4.32 (lH.m) ,4.11 (2H. t, J=5. 94Hz) , 
3.45-3.60 (3H.m) , 3.07 (2H. brs) , 2.79 (6H. dd. J=22. 10, 2.97Hz) 

mmm 4 5 

N- [2 - (2-Ti J) x^->xfA] -N- (4 -3- K< > -tf y x Jl 7 
t-Jl) -N' - [2 - (4-^dd7x7 + ^) xfi] - o- 7xil/>y 

t * y 

■H-NMR (270MHz. CDC£ 8 )«5: 
7.79 (2H,d, J=8.58Hz) , 7.39 (2H, d, J=8. 57Hz) , 7.22 (2H, d. J=8. 9Hz) , 
6.88 (2H,d, J=8.91Hz) , 6.85 (1H. t. J=7. 36Hz) , 6.58 (1H. t. J=7. 59Hz) , 
6.40 (lH.d. J=6.27Hz) ,5.11 (lH.br) , 4.04-4.18 (3H,m) , 
3.43-3.64 (6H,m) , 3.27-3.39 (lH.m) , 2.99-3.05 (2H,m) 

mm\ 4 6 

N- [2- ('J /f-JlT i J) x^;b] -N- ( 4 - 3 - >Hf> >UU7 * - 
Jl) -N' - [2- (4-^dd7x^^) Xf A] - o- 7i-b>';7; 

2 9 
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'H-NMR(270MHz, DMS0-d.)<5 : 
10.24 (lH.brs) . 7.83 (2H. d. J=8. 54Hz) , 7.62 (2H. d. J=8. 58Hz) , 
7.58 (1H. t. J=7.24Hz) , 7.22 (2H. d, J=8. 91Hz) , 7.16 (1H. t. J=7.26Hz) , 
6.88 (2H.d, J=8.91Hz) , 6.82 (1H. d, J=7. 92Hz) , 6.46 (1H. t. J=7.24Hz) , 
6.32 (1H. d. J=6.92Hz) , 4.24-4.32 (lH.m) , 4.10 (2H. t. J=5. 94Hz) , 
3.43-3.58 (3H.m) , 3.04 (2H. brs) , 2.78 (6H, dd. J=20. 18, 2. 94Hz) 

mmm a i 

N- [2- (2-7U) xF + ->xfiH -N- ( 4 - 7 a o^>t'>x;t 7 
t-;U) -N' - [2- (4-7A'to7x7 + y) xf-;U] -o-7xXU> 
7T I > 

'H-NMR (270MHz. CDCi»)<5 : 

7.41 (4H,s) , 7.22 (2H, d. J=8. 91Hz) , 7.16-7.19 (lH.m) , 

6.86 (2H.d. J=8.90Hz) , 6.74 (1H, d, J=8. 22Hz) , 6.52 ( 1H. t, J=7. 26Hz) , 
6.40 (1H, d, J=7.90Hz) , 5.14 (1H, brt, J=5. 92Hz) , 4.00-4.12 (2H,m) , 
3.56 (2H.q. J-5. 60Hz) , 3.22-3.45 (5H.m) , 2.74 (2H. t, J=5. 28Hz) 

mm 4 8 

N- [2- (is /=h )17 i J) xf A] - N - ( 4 - 7 a a < >-tf y XJI 7 t xx 
)l) -N' - [2- (4-7Wa7x;+-» xfA] - o- 7xXb>^7 

'H-NMR (270MHz. DMS0-d 6 )<5 : 
10.32 (1H, brs) , 7.62 (2H, d, J=8. 58Hz) , 7.48 (1H, t. J=7. 98Hz) , 

7.42 (2H.d. J=8.52Hz) , 7.38 (2H. d, J=8. 54Hz) , 7.16 (1H, t. J=7. 24Hz) , 
6.84 (2H, d, J=7. 94Hz) , 6.76 (1H. d, J=7. 42Hz) , 6.43 (1H, t. J=7. 24Hz) , 
6.32 (lH.d, J=6.91Hz) , 4.22-4.34 (lH.m) , 4.10 (2H. t. J=5. 92Hz) , 
3.42-3.56 (3H.m) , 3.06 (2H,brs) , 2.76 C6H. dd. J=14. 4, 2. 68Hz) 

mm\ 4 9 

3 0 
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N - C 2 - ( 2 - T < J ) xh + yifA] - N - ( 4 - ? □ a Ky -tf > x A 7 
*x;|,) -N' - (2-7x7^yxf;l / ) - o-7x-l/>^7; > 
'H-NMR (270MHz, CDCi 3 )<5: 

7.22 (2H,d, J=7.58Hz) , 7.56 ( 1H. t. J=7. 25Hz) , 7.43 (2H. t, J=7. 92Hz) , 

7.23 (2H.d. J=8.57Hz) , 7.16 (1H. t. J=7. 26Hz) , 6.87 (2H. d, J=8. 91Hz) , 
6.76 (lH.d, J=8.23Hz) , 6.49 (1H. t. J=7. 59Hz) , 

6.38 (1H. brt, J=7.92Hz) ,5.16 (1H, t, J=5. 94Hz) , 

4.11 (2H. t. J=5.94Hz) , 4.06-4.11 (lH.m) , 3.56 (2H, q, J=5. 94Hz) , 
3.22-3.58 (4H.m) , 2.71 (2H, t, J=5. 28Hz) 

mm® 5 0 

N- [2- (^yf;b7;7) x^;b] -N- ( 4 - ? a uKy^y^^y t- 
A) -N' - (2-7xy+^xf;l) -0-7iXb>^7;>^iS 
] H-NMR(270MHz. DMSChd 6 ) <5 : 
10.54 (1H, br) , 7.76 (2H. d. J=7. 92Hz) , 7.72-7.74 (lH.m) , 
7.42 (2H.d. J=8.90Hz) , 7.16 (1H. t, J=7. 26Hz) , 7.02 (2H, d, J=8. 91Hz) , 
6.82 (lH.d, J=7.54Hz) , 6.42 (1H, t. J=7. 43Hz) , 6.24 ( 1H, d, J=7. 92Hz) , 
4.32-4.36 (lH.m) , 4.10 (2H, t, J=5. 62Hz) , 3.43-3.54 (3H,m) , 

3.12 (2H, brs) , 2.78 (6H. dd. J=13. 4, 2.7Hz) 
H»J5 1 

N- [2- {'J /f-JVT i J) x^;U] -N- (2-7DD^>f>x^7tx 
)V) -N' - [2- (4 - 7QD7xy Iris) x^;b] - o-7x^P>^7; 

1 H-NMR(270MHz, DMS0-d«)d : 
10.77 (1H, brs) , 7.52-7.74 (4H,m) , 7.44 (1H. t. J=7. 26Hz) , 
7.36 (2H,d, J=8.91Hz) , 7.16 (1H, t, J=7. 26Hz) , 7.01 (2H, d, J=9. 24Hz) , 
6.82 (lH.d, J=8.25Hz) , 6.57 (1H, d, J=7. 92Hz) , 6.46 ( 1H. t, J=7. 26Hz) , 

3 1 
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4.41- 4.46 (lH.m) , 4.11 (2H, t, J=5. 61Hz) , 3.81-3.86 (lH.m) , 

3.42- 3.55 (2H.m) , 3.15 (2H,brs) , 2.74 (6H. d. J=6. 93Hz) 

mmm 5 2 

N- [2- (i? /?)IT i J) xf A] -N- (3-^DD^>i!'>XA-7t- 
)l) -N' - [2 - (4-^DD7i;+y) Xf A-] - 0- 7iXb>-;7; 

'H-NMR(270MHz, DMS0~d 6 ) (5 : 
10.55 (1H, brs) , 7.79-7.85 (2H,m) , 7.64 (2H. d, J=4. 62Hz) , 
7.55-7.61 (lH.m) , 7.34 (2H, d, J=8. 91Hz) , 7.18 (1H, t. J=8. 58Hz) , 
6.98 (2H,d, J=8. 91Hz) , 6.83 ( 1H, d. J=7. 59Hz) , 6.46 ( 1H. t. J=6. 93Hz) , 
6.33 (lH.d. J=7.92Hz) , 4.33-4.38 ClH.ra) , 4.11 (2H, t. J=5. 94Hz) , 
3.49-3.55 (2H.m) , 3.10 (2H.br) , 2.78 (6H. dd, J=18. 14, 3. 95Hz) 

mmm 5 3 

N - [2- (S> / f- )IT i J ) xf;H -N- (4 - ? aaKy^fy^Jly 
A) -N' - [2 - (4-^f^7xy + -» XfA-] - o-7x-b>77; 

! H-NMR(270MHz, DMS0-d 6 ) <5 : 
10.13 (1H, br) , 7.73 (2H, d, J=8. 91Hz) , 7.70 (2H, d. J=9. 24Hz) , 
7.54-7.68 (2H.m) , 7.17 (1H, t. J=7. 59Hz) , 7.09 (2H, d. J=8. 58Hz) , 
6.85 (2H, d, J=8.58Hz) , 6.81-6.84 (lH.m) , 6.47 (1H. t. J=7. 92Hz) , 
6.32 (lH.d. J=7.25Hz) , 4.06 (2H, t. J=5. 94Hz) , 3.45-3.56 (3H.m) , 
3.07 (2H,brs) , 2.78 (6H, d. J=19. 46Hz) 

mmm 5 4 

N- [2- (^fAT;y) xf;H - N - ( 4 - ? aaKyify x;U7 + - 
)l) -N' - [ 2 - (4-7'Dt7x7+^) Xf-;l/] - o- 7i-l/V-;7; 
>« 

3 2 
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'H-NMR (270MHz, DMSO-de) d : 
10.24 (lH.brs) , 7.84 (2H. d. J=8. 42Hz) , 7.62 (2H. d, J=8. 54Hz) , 
7.56 (1H. t. J=8.92Hz) , 7.23 (2H, d. J=8. 54Hz) , 7.16 (1H, t, J=7. 26Hz) , 
6.84 (2H,d. J=7. 94Hz) , 6.76 ( 1H. d. J=7. 92Hz) , 6.42 (1H. t. J=7. 24Hz) , 
6.32 (lH.d. J=6.92Hz) , 4.23-4.33 (lH.m) . 4.12 (2H. t. J=5. 92Hz) , 
3.42-3.58 (3H,m) , 3.04 (2H, brs) , 2.77 (6H, dd, J=21. 21, 2. 95Hz) 

mm 5 5 

N- [2- (Z? tf/lT i J) xf;U -N- ( 4 - ? n □ a; >-tf yx)lz> * - 
)l) -N' - [2 - (4-?DD7x;^i/) xf;l] -m-7x-b>^7; 

1 H-NMR (270MHz, DMSO-de) 5 : 
10.53 (lH.br) , 7.68 (2H, d. J=8. 58Hz) , 7.63 (2H, d, J=8. 58Hz) , 
7.34 (2H.d, J=8.91Hz) , 7.08 (1H. t. J=7. 92Hz) , 6.97 (2H. d. J=8. 91Hz) , 
6.66 (lH.d. J=8.25Hz) , 6.44 (1H. s) , 6.26 (1H. d. J=7. 92Hz) , 
3.91-4.08 (4H.m) , 3.34 (2H, t. J=5. 61Hz) , 3.10-3.18 (2H,m) , 
2.80 (6H,d, J=4. 62Hz) 

mmrns 6 

N- [2- { ! Jt*f-)\,7 I J ) -N- ( 2 - ? nnKy-tfyzJl-7 t jl 

;l/) -N' - [2 - (4-?DD7x;+^) X^A] -p-7x-l/>-77; 

'H-NMR(270MHz, DMSO-de) 5 : 
10.47 (1H. brs) , 7.69 (2H, d. J=8. 57Hz) , 7.59 (2H. d. J=8. 58Hz) , 
7.32 (2H, d, J=8.58Hz) , 6.97 (2H. d, J=8. 91Hz) , 6.82 (2H. d. J=8. 91Hz) , 
6.62 (2H,d. J=8.57Hz) , 4.10 (2H. t. J=5. 28Hz) , 3.88 (2H. t. J=6. 27Hz) , 
3.41 (2H, t, J=5.27Hz) , 3.08 (2H, q. J=6. 27Hz) , 2.77 (6H, d. J=4. 62Hz) 

mm\ 5 7 
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N- [ 2 - (it* i-)lT I J ) xf A] -N- ( 5 - -Y 7 * 7 U > X A 7 + - A ) 
-N' - [ 2 - (4-?OD7x7 + '» xf-A] - o- 7x-U>7T^7is 

] H-NMR(270MHz. DMS0-d 6 )<5: 
10.42 (lH.br) , 9.65 OH.s) , 8.64 (1H, d, J=8. 25Hz) , 
8.53 (lH.d, J=7.26Hz) , 8.46 (1H, d. J=6. 60Hz) , 8.10 ( 1H, d. J=6. 60Hz) , 

7.96 (1H. t, J=7.91Hz) , 7.35 (2H, d. J=8. 91Hz) , 7.11-7.16 (lH.m) , 

6.97 (2H.d. J=8.91Hz) , 6.84 (1H, d. J=8. 58Hz) , 6.23-6.25 (2H,m) , 
4.27-4.32 UH,m) , 4.01 (2H, t, J=7. 25Hz) , 3.36-3.25 (2H,m) , 
3.13 (2H, brs) , 2.77 (6H, dd. J=19. 13, 2. 63Hz) 

mmm 5 8 

N- [2- {Vt=f-)ITU) xf-A] -N- (4-?no<>t'>XA-7^x 
A) -N' - [2- (3-^dd7x7 + -» xf-A] -o-7xxU>-7T^ 

'H-NMR (270MHz. DMSO-de) 6 : 

10.49 (1H, br) , 8.93-8.95 (lH.m) , 8.61 (1H, t. J=6. 26Hz) , 

8.08 (1H. t. J=6.60Hz) , 7.74 (2H. d. J=9. 24Hz) , 7.68 (2H. d. J=8. 90Hz) . 

7.43 (lH.d. J=6.27Hz) , 7.31 (1H, t, J=8. 25Hz) , 7.14-7.29 (2H.m) , 

6.98 (1H, t, J=7.59Hz) , 6.89 (1H, d. J=8. 25Hz) , 6.48 (1H, t. J=7. 92Hz) , 
6.35 (1H. d. J=7.92Hz) , 4.18 (2H, t, J=5. 97Hz) , 3.70-3.74 (2H.ra) , 
3.10-3.18 (2H.m) , 2.71-2.77 (6H,ni) 

mmm 5 9 

N- [2- (-7^f-AT^7) x^A] -N- (4 - ?na<y-tf>XA7*x 
A) -N' - [2- (2-^007x7^-7) xf-A] -o-7xXU7 77^ 

] H-NMR(270MHz. DMSO-de) 6 : 

3 4 
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10.24 (lH.br) , 7.48-7.72 (4H.m) , 7.46 (1H. t, J=7. 24Hz) , 
7.36 (2H,d, J=8.92Hz) , 7.14 (1H, t. J=7. 24Hz) , 7.04 (2H, d. J=8. 92Hz) , 
6.82 (lH.d. J=8.24Hz) , 6.56 (1H, d, J=7. 92Hz) , 6.46 (1H. t. J=7. 24Hz) , 
4.43-4.46 (lH.m) , 4.10 (2H. t, J=5. 60Hz) , 3.78-3.86 (lH.m) , 
3.42-3.54 (2H,m) , 3.14 (2H.brs) , 2.76 (6H. d. J=10. 24Hz) 

%mm 6 0 

N- -N- ( 4 - ? aaKy^'y^jly t— ^) ~N' - 

[2 - (4-^nD7x^A-7;y) ifi] - o- 7i-l>^7;> 
'H-NMR(270MHz, CDU 3 )<5 : 

7.63 (2H, d, J=8.58Hz) , 7.41 (2H, d, J=8. 58Hz) , 7.13-7.16 (lH.m) , 
7.11 (2H,d. J=8.58Hz) , 6.68-6.71 (lH.m) , 6.58 (2H. d. J=8. 58Hz) , 
6.30-6.47 (3H,m) , 5.02 (1H, t, J=5. 88Hz) , 4.20 (2H. t. J=5. 64Hz) , 
3.86-3.96 (lH.m) , 3.55 (2H. t, J=5. 28Hz) , 3.04-3.11 (lH.m) , 
2.65-2.73 (lH.m) , 2.58-2.68 (lH.m) 

mmm 6 1 

N- [2- (2-T^y) xFt->xf^] - N - (4 - ^aaKy^f yxJly 
t zLJl) - N ' - [3 - (4-?oo7xy^» 7°ah°;l/] - o-7i-b> 
: J1 I y 

'H-NMR(270MHz, CDC£ 3 )<5 : 

7.64 (2H,d. J=8.58Hz) , 7.44 (2H. d. J=8. 91Hz) , 7.22 (2H. d. J=8. 9Hz) , 
7.15 (1H, t, J=6.93Hz) , 6.87 (2H, d, J=8. 91Hz) , 6.70 (1H, d, J=8. 25Hz) , 
6.45 (1H. t.J=7.91Hz) , 6.34 (1H, d, J=7. 59Hz) , 4.98 (1H, t, J=5. 94Hz) , 
4.01-4.14 (3H.m) , 3.23-3.48 (6H.m) , 2.75 (2H, t. J=5. 20Hz) , 
2.04-2. 14 (2H.m) 

mm 6 2 

N- (2-7;;xf;b) -N- ( 4 - ? a n <Nl>-tf>x;U7 t -N' - 

3 5 
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'H-NMR (270MHz. CDC£ 3 )5: 

7.64 (2H, d, J=8.58Hz) , 7.46 (2H. d, J=8. 58Hz) , 7.28 (4H.m) , 

7.15 (1H, t. J=7.26Hz) , 6.71 (1H. t. J=8. 25Hz) , 6.58 (1H, d. J=16. 16Hz) , 
6.51 (1H. t. J=7.59Hz) , 6.19-6.33 (2H,m) , 3.96 (2H. d, J=5. 63Hz) , 
3.11-3.19 (lH.m) , 3.28-3.87 (lH.ra) , 2.63-2.78 (lH.m) 

mmm 6 3 

N- [2 - (2 - 7 ; 7 ) xl + ->ifA] -N- ( 4 - 9 o o Ky^fy^ Ay 
-N' - [2- (4-?DD7i-il/) xf-;|/] -o-7x-U>-^T 

^ > 

'H-NMR(270MHz. CDC^U: 

7.65 (2H, d, J=8.58Hz) , 7.42-7.49 (lH.m) , 7.40 (2H, d, J=8. 58Hz) , 
7.24 (2H. d. J=9.24Hz) , 7.11-7.18 (lH.m) , 6.87 (2H. d. J=8. 91Hz) , 
6.71 (1H. d, J=8.25Hz) , 6.44-6.51 (2H,m) , 5.80 (1H. t, J=5. 94Hz) , 
4.05-4.12 (3H,ra) , 3.49-3.52 (2H.m) , 2.33-2.44 (2H, m) 

m mm 6 4 

N- [2 - (2-7;;) x h + i/xf-^] - N - ( 4 - ? a da: y^y x )l~J 
t-il) -N' - [2- (4-^oo7i-/lft) x^;L] -o-7xxb> 

1 H-NMR (270MHz, CDC£ 3 )<5: 
7.65 (2H, d, J=8.58Hz) , 7.45 (2H, d. J=8. 58Hz) , 7.35 (2H, d. J=8. 91Hz) , 
7.27 (2H.d, J=8.91Hz) , 7.15 (1H. t. J=6. 93Hz) , 6.58 (1H. d. J=6. 27Hz) . 
6.49 (1H. t,J=7.59Hz) , 6.36 (1H. d. J=7. 92Hz) , 
5.12 (lH.brt. J=6.46Hz) , 4.01-4.10 (lH.m) , 3.26-3.59 (8H.m) , 
3.10 (2H. t, J=7.26Hz) , 2.76 (2H, t. J=4. 95Hz) 

mm 6 5 

3 6 
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N - (2-7;;xfA) -N- ( 4 - *? a a K y -tf y x )l 7 * - ;U) -N' - 
[2 - (4-^OD7x-Wt) XfJb] - o- 7xib>^7;> 

'H-NMR (270MHz, CDCi 3 )<5 : 
7.29 (2H, d, J=8. 91Hz) , 7.23 (2H. d. J=8. 91Hz) ,7.11 (2H, d. J=8. 58Hz) , 
6.67-6.82 (lH.m) , 6.58 (2H, d, J=8. 58Hz) , 6.24-6.45 (3H.m) , 
5.04 (1H. t. J=5. 92Hz) , 4.08 (2H. t. J=5. 62Hz) , 3.88-3.97 (lH.m) , 
3.78-3.86 (2H,m) , 3.05-3.12 (lH.ra) , 2.72-2.76 (lH.m) , 
2.58-2.68 (lH.m) 

mmm 6 6 

3- (4 - ? aaKy-tfyXJl? *-JlT I J ) - 4- [2 - ( 4 - ? o □ 7 x 

j x^;b] 7; y - l - (4 -*Ji? t 'J J *Atf-A) <yMy 

'H-NMR(270MHz, CDC£ 3 )<5: 
7.70 (1H, brs) , 7.61 (2H, d, J=8. 57Hz) , 7.39-7.12 (5H,m) , 
6.86 (2H, d, J=8.91Hz) , 6.59 (1H, d, J=8. 58Hz) , 6.34 (1H. d. J=l. 98Hz) , 
5.35 UH.m) , 4.08 (2H.m) , 3.76-3.25 (lOH.m) 

mmm 6 1 

3 - (N- [2 - (2-7;/) xf + i/if;l/] -N~ (4-?nn<>-tf> 

x;i/7 ) t ^ y — 4 - [ 2 - (4-^DD7xy+-» ifiH 7 ; y 

- 1 - ( 4 -^A7 * 'J 7 #xl;!/) Ky-tfy 

'H-NMR (270MHz, CDC£ 3 ) <5 : 
7.67 (2H,d. J=8.57Hz) , 7.44 (2H, d, J=8. 57Hz) , 
7.31 (lH.dd. J=8.58, 1.98Hz) , 7.25 (2H, d, J=8. 90Hz) , 
6.86 (2H, d, J=8. 90Hz) , 6.73 (1H, d, J=8. 58Hz) , 6.69 (1H. d, J=l. 98Hz) , 
5.53 (lH.m) , 4.16-4.03 (3H.m) , 3.70-3.27 (15H,m) , 2.73 (2H.m) 

mmin 6 8 

N- [2 - (2-T^y) Xht^xf;!] -N- ( 4 - 7 unKy-tfy X)l~7 
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-N' - [2- ( 4 - 0 cm 7 * J x^H -N' - /f/b-o 

'H-NMR (270MHz. CDCi ,) 6 : 
7.84 (2H.d. J=8.57Hz) , 7.46 (2H. d. J=8. 57Hz) , 7.20-7.25 (lH.m) , 
7.21 (2H,d. J=8. 91Hz) , 7.09 (1H, d. J=7. 92Hz) , 6.91-6.93 (2H.m) , 
6.78 (2H, d. J=8. 9Hz) , 4.00 (4H, br) , 3.50-3.74 (4H,m) , 
3.50-3.57 (4H.m) , 3.12-3.19 (4H.m) , 2.87 (3H. s) , 2.76 (2H.br) 

mmm 6 9 

N- [2- (VjttfrTiJ) -N- (4-^OD<>-tr'>^;l/7t- 

Jl) -N' - [2- (4-?oD7x; + i/) xf-;t,] -N' 

'H-NMR(270MHz. DMSO-de) d : 
10.24 (lH.brs) , 7.76 (2H, d, J=8. 92Hz) , 7.72 (2H. d. J=8. 92Hz) , 
7.42 (2H. d. J=9.24Hz) , 7.16 (1H, t. J=7. 26Hz) , 6.98 (2H. d. J=8. 92Hz) , 
6.84 (lH,d, J=7.92Hz) , 6.47 (1H, d, J=7. 24Hz) , 6.32 (1H, d, J=6. 90Hz) , 
4.28-4.32 (lH.m) , 4.10 (2H. t. J=5. 94Hz) , 3.46 (2H, t. J=5. 46Hz) , 
3.06 (2H,brs) , 2.89 (3H, s) , 2.78 (6H, dd, J=21. 89, 2.98Hz) 

mun 7 0 

N- [2- (2-TiJ) xh + i/xf-;U] -N- ( 4 - ? oo-^y-tf >x;U7 
t-^) -N' -OP)l-N' - [2- (4-^DD7xy+y) xf-;u] - 

•H-NMRC270MHz. CDC ^ 3 ) <5 : 
7.84 (2H, d. J=8. 9Hz) , 7.45 (2H. d. J=8.-58Hz) , 7.28 (4H. d. J=3. 63Hz) , 
7.20-7.24 (lH.m) , 7.17 (2H, d, J=8. 91Hz) , 6.91-6.95 (2H.m) , 
6.71 (2H, d. J=8. 91Hz) , 4.41 (2H, d, J=2. 97Hz) , 4.03-4.16 (lH.m) , 
3.91-3.96 (2H.m) , 3.48-3.58 (2H.m) , 3.00-3.20 (4H,m) . 

3 8 
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2.53 (2H,q, J=4.95Hz) 

nmm 1 1 

N- [2- {'J t =f- )17 i J ) ifib] -N- (4-?nD<>i!">x^7t- 
)l) -N' -<yiS)l-N' - [2- ( 4 - ? a d 7 x y ^->) xf-;H - 0 - 

1 H-NMR(270MHz. DMS0-d e )<5 : 
10.26 (lH.brs) , 7.78 (2H, d. J=8. 56Hz) , 7.68 (2H. d. J=8. 58Hz) , 
7.24-7.48 (6H,m) , 7.18 (1H. t. J=7.26Hz) , 6.98 (2H. d. J=8. 59Hz) , 
6.84 (lH.d, J=7.42Hz) , 6.47 (1H, d, J=7. 34Hz) , 6.34 (1H, d. J=6. 98Hz) , 
4.42 (2H,d. J=2.96Hz) , 4.28-4.32 (lH.m) , 4.12 (2H, t. J=5. 92Hz) , 
3.44 (2H, t, J=5.46Hz) , 3.06 (2H. brs) , 
2.78 (6H.dd. J=22.20, 2. 94Hz) 

mmm 1 2 

N- [2- (4-^D7x;+-» xf;H -N- [2- {'J t 9 )l~7 i J ) 
x^>l] -N' - (4-?ao^>-tf>x;l/7t^^) - o- 7i-l>y7; 
y 

*H-NMR(270MHz. ZKH%)8\ 

7.69 (2H, d, J=8. 6Hz) , 7.63 (2H, dd. J=7. 6, 2Hz) , 7.23 (2H. d. J=8. 9Hz) , 
7.17 (lH.dd, J=7.6, 2Hz) , 7.18 (lH.br) , 7.16 (2H, d, J=8. 6Hz) , 

7.09 (1H, td. J=7.6, 2Hz) , 7.02 (1H, td, J=7. 6, 2Hz) , 

6.70 (2H.d. J=8.9Hz) , 3.55 (2H. brt, J=5. 6Hz) , 3.23 (2H. t. J=5. 6Hz) , 
2.94 (2H.br) , 2.43 (6H. s) , 2.37 (2H, brt. J=6Hz) 

mmrn 1 3 

N - [2- (4-7DD7xyt-» xf-;U] -N- ( 4 - >? n aKyif >x;l 
-N' - (4-^on^>-tf>X;l7^A) - o- 7i-[/>77 

i y 

3 9 
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'H-NMR(270MHz, CDCi 3 )5: 
7.94 (1H, s) , 7.86 (2H. dm. J=8. 6Hz) , 7.54 (2H, dm, J=8. 9Hz) , 
7.50 (lH.dd. J=8.5, 1.3Hz) , 7.45 (2H, dm. J=8. 9Hz) , 
7.42 (2H. dm, J=8. 6Hz) , 7.24 (1H, td, J=8. 5, 1. 3Hz) , 
7.23 (2H.dm. J=8.9Hz) , 6.89 (1H. td. J=7. 9, 1.3Hz) , 
6.77 (2H.dm, J=8.9Hz) , 6.46 (1H. dd, J=7. 9, 1.3Hz) , 
4.19 (lH.dq, J=7.3, 5.0Hz) , 3.92-3.98 (lH.m) , 3.79-3.87 (lH.m) , 
3.44 (lH.dt, J=13. 9, 4. 9Hz) 

mm 2 

N - (2-T;;xf;i/) - p - ? □ oyr-U > 

4 - 9 uu? )\,*u<y-tfy§2,. OOgirxf-b y 9T I >290. Og£ItEXx > U 

btz 0 on*;UA800 ^ ^SDX.. Mo-fCiU 7K200 

8U£Lfc 0 7jc|g£?na*;l,A200 ^offi^T 3 ElffcfcB U iSftfct&TfcTgfe 

«ES*U itt«*ft»fetttt«»tUT116.69g#yi:o CCD fcfcliNMRKT* 

'H-NMR (270MHz, CDC ^ 3 )<5 : 
7.11 (2H. dm. J=8. 9Hz) , 6.54 (2H, dm. J=8. 9Hz) , 4.08 (lH.br) , 
3.14 (2H, t,J=6Hz) , 2.95 (2H, t. J=6Hz) 

mm 3 

2- [2- (4 -?DD7ia7; J) xf JlT i J ] - 3 - - h a t° 'J y > 
N- (2-7;7xf;l) -p-?onT-U >116.67gtC?on*;|,-£ 1000 
^ £Jnx.TJgjl¥U h 'Jxf/l/7 i >83. 02g&cfcO' 2-?dd - 3 

ha try ^>108.40g*«l^ftl^ £&T*2l$iaflE#Uco «S^T 1 ^HJPffca 

4 0 
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SU 7k& (500 md x2) U 7k!£? nD*;bA ( 500m#) TfWtH 

7l^'77^ - ^on^^A-/^y-^ = 100 : 5) CTtti>U 

BWffc£tt£fcfe£f B i LT195. 97g#/c 0 
'H-NMR(270MHz, CDC2 3 )<5: 

8.43 (lH.dd. J=7.5, 1.6Hz) , 8.42 (1H. dd. J=4. 6, 1.6Hz) , 

7.12 (2H.dm. J=8.9Hz) , 6.70 (1H. dd. J=7. 5, 4. 6Hz) , 

6.57 (2H,dm, J=8.9Hz) , 4.17 (lH.br) , 3.90 (2H, dt, J=6. 3, 5. 9Hz) , 

3.43 (2H, t, J=5.9Hz) 

mm 4 

2 - [2 - (4 - ?DD7xiH * J) If AT ;7] - 3- T^7f>J^> 

##^j3-c©^ti97. ngic, x^y-A3oo texmmx-mm mi £ 

ET®*U SWKI87. 16g£7^;U7 7 Xi:LT#fco 

'H-NMR(270MHz. CDCi 3 )<5 : 
7.89 (lH.dd, J=4.6, l.6Hz), 7. 52 (2H, dm, J=8. 9Hz) , 
7.32 (2H,dm, J=8.9Hz) , 7.09 OH, dd, J=7. 9, l.6Hz) , 
7.00 (lH.dd, J=7.9, 4. 6Hz) , 4.48 (2H, brs) , 4.20 (2H.m) , 
3.98 (2H.m) 

mmm i a 

3- (4 - 9 nnKy-tfyxjiy t ^.)lT i J) - 2- [2 - (4-?an7i 

##0|J 4 TCD£j»0. 45gC, ^DDtJl/A 20 ^ £JflX.TigS? U f 'J > 

4 l 
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0. 16g&J:tfp - 7 a aKy^fy t-Jl? □ <J K0. 40g£Jl#dinx.. ^iSc: 

v^"77^ - (&tt!$4$ ; n -^^if >— ftS?xf-;U= 2:1) KTfftfiU 
a^^tofe|gB B H i: LTO. 64gl#f-: 0 
! H-NMR(270MHz, CDC ^ 3 ) 5 : 

8.02 (lH.dd, J=5.3, 1.6Hz) , 7.65 (2H. dm. J=8. 6Hz) , 

7.43 (2H, dm, J=8. 6Hz) , 7.10 (2H, dm, J=8. 9Hz) , 

6.64 (lH.dd, J=7.6, 1.6Hz) , 6.57 (2H, dm, J=8. 9Hz) , 

6.39 (lH.dd. J=7. 6, 5.3Hz) , 5.73 (lH.br) , 3.65-3.75 (2H, br) , 

3.31 (2H,brt, J=6Hz) 

mmm 7 5 

3- [N- (4-^oa<>i?'>x;b7t-^) -N- ( 2 - t - 7h * 7 ii )l 
|-^7;yxfi) ] TiJ-2 - [2- (4-?dd7x-W T i J x.^- 
Jl ] 7 * J h°>J 7 7 

7 4 T©£j»80. SlglZy- b?t Ko 7 5 >800 mi ^fiDXTT^P U 
h U 7 x -;[/ 7 t ^ 7 4 758. 20g& J; ON - t - 7 h + 7 * ;l ;u - 7 
5 yx7 7-^35.77g£lf7MtJ7., 77 7 7n h71/7 7 7# >ltf* 7 U - h44.8 
7g£30£RLT»TS^ £fiT 1 NfH* # Uc Q »»*«Ei*lt»^n/i8 

f7l/=2 : 1) iZXm&Ltz^ S^7'J 77^717 7 A^av h7'77-f - (Jg 
ttt^tt; n-^t>-Ifflxf^= 1 : 1) (CTfllSU BW«100.1g*Hffe 

'H-NMR(270MHz, CDC ^ 3 ) 5 : 
8.09 (lH,dd, J=4. 6, 1.6Hz) , 7.60 (2H, dm, J=8. 6Hz) , 
7.48 (2H.dm. J=8. 6Hz) , 7.10 (2H, dm, J=8. 9Hz) , 6.60 (2H, dm, J=8. 9Hz) , 
6.50 (lH.dd, J=7.7, 1.6Hz), 6. 43 (1H, dd, J=7. 7, 4.6Hz), 



WO 99/50237 PCT/JP99/01621 

5.87 (1H, brt) , 5.13 (lH.brt) , 3.94-4.02 (lH.m) , 
3.68-3.76 (2H.m) , 3.39 (2H, t, J=5. 6Hz) , 3.10-3.13 (3H,m) , 
1.39 (9H, s) 

mm 5 

2- [2- [N- (4-^DD7i-/U) -N-t-7'h + i/*i^] 7 ^ 
7xfA) ] 7; / /-3--hot' l J^> 

###J 3 CD£j£&195. 97gC, ?no*AA 1. 2 U 7 h A £fiPX-T?gj$ U ^ 
-t-7"fA-;*-^?^h (B0C2O) 160.72gt) J;0*N, N-7/fA-7;y 
b°'J^> (DMAP) 2.44g^tJDX.. gjglCT 2 S PffJjfft Lfc 0 HCtt^S"^^ W 
\Z 2 Bfe§(CBoc 2 0 t^40g*>J;C;DMAP1.22g*^3h'etlilJDL, 10B B85Efc£ -frfco 

($HI&&; n-^>-ftSxf;b=9 : 1) KTfMKU BW*$l58.78g£ 

'H-NMR(270MHz. CDC £ 8 ) «5 : 
8.39 (1H, dd, J=7.5, 1.6Hz), 8. 36 (1H, dd, J=4. 6, 1.6Hz), 
8.35 (lH.br) , 7.27 (2H, dm, J=8. 9Hz) , 7.15 (2H. dm, J=8. 9Hz) , 
6.66 (lH.dd, J=7.5, 4. 6Hz) , 3.79 (2H. t. J=6Hz) , 
3.78 (2H.dt.J=6, 6Hz ) , 1.41 (9H, s) 

mm\ 6 

2- [2- [N- (4-?nD7i-;l/) -N-t7h + yi7^^-^] TiJ 

x^;H 7 ^ y - 3 - t ^ y t° >j s> > 

5 <D£J£&54. 50g*ftS?if ;l/500 ^ CglU 20%7fc®Kfc'"^ ^ 
A-7j-^>5.00g^SPx.. 1 £E©7jC3fc#;*£ffl&T\ gfilCTtt 6 BflSIiltt 

'H-NMR(270MHz, CDCi 8 )<5: 
7.69 (lH.dd, J=4.9, 1.6Hz) , 7.27 (2H. dm, J=8. 6Hz) , 

4 3 
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7.14 (2H.dm. J=8.6Hz) , 6.81 C1H. dd. J=7. 3, 1.6Hz) , 

6. 50C1H. dd. J=7. 3 , 4. 9Hz) , 4.71 (lH.br) , 3.93 (2H. t. J=6Hz) , 

3.43 (2H,dt, J=5Hz) , 3.15 (lH.br) , 1.36 (9H, s) 

mm 7 6 

ft£^A : 3 - ( 4 - ?DO^>-if>X;i7t^) - [2 - [N~ 

(4-?DD7i^l/) -N- t -7' h*i/tl)\,#-)l] T « J xf- /!/] T = J 

1t&V»B : 3 - [N, N-Bis (4 - 9 na^>-tf >x;U7 *x;U) T ^ 7] - 
2- [2- [N- (4-^dd7i^) -N-t-7'f^i/^;l,^;H T~ 
y if A] y ~ y b°U ; Jy 

6 tlf t> tltzZfo&fotftHLW U tT 'J i> > 17. 56gfc J;^p-^oda;> 
Hf>x;l-7 *x;b?a 'J K40.99g£llI#din>U 30#M#Uc|&, gfiCT 1 B# 

;n-^>-SSxf;N4 : 1) KTfiffiU fb^^A (64. llg) 

7t>^ Kfk^ttB (8.90g) zzft^nm&fa&kLrmco 

414® A : 'H-NMR (270MHz, CDCi 3 )<5: 
8.17 (l/2xiH.dd. J=5. 0, 1.7Hz) , 8.10 (l/2x 1H. dd. J=5. 0, 1.7Hz) , 
7.97 (l/2x2H.d. J=8.9Hz) , 7.96 (1/2 X2H. d. J=8. 9Hz) , 

7.55 (1/2X2H, d. J=8.9Hz) , 7.53 (l/2x2H, d, J=8. 9Hz) , 
7.34 (1/2X2H. d. J=8. 6Hz) , 7.23 (1/2X2H. d. J=8. 6Hz) , 
7.10 (l/2x2H,d, J=8.9Hz) , 6. 08 (1H, dd, J=7. 6, 1.7Hz), 

6.62 (1/2X1H. dd. J=7. 6, 5.0Hz) , 6.61 (1/2X 1H. dd. J=7. 6, 5.0Hz) , 

6.56 (l/2x2H.d. J=8. 9Hz) , 5.05 (l/2x 1H. brt, J=6Hz) , 

4 4 
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5.03 (1/2X1H, brt, J=6Hz) , 4.08-4.19 (l/2xlH.m) , 
3.60-3.95 (l/2xlH+2H.m) , 3.33-3.38 (lH.m) , 1.35 (l/2x9H. s) , 
1.31 (1/2X9H.S) 
lt£VDB : 'H-NMR (270MHz, CDCi 3 )<5: 
8.14 (lH.dd. J=4.9, 1.6Hz) , 7.91 (4H. dm, J=8. 6Hz) , 
7.54 (4H.dm. J=8. 6Hz) , 7.28 (2H, dm, J=8. 9Hz) , 7.16 (2H. dm, J=8. 9Hz) , 
6.74 (lH.dd, J=7. 6, 1.6Hz), 6. 48 (1H, dd, J=7. 6, 4.9Hz), 
5.03 (lH.br) , 3.74 (2H, brt. J=6Hz) , 3.17 (2H, brq, J=6Hz) , 
1.39 (9H, s) 

mmm 1 1 

3- (4 - 9 nuKyify X)l7 t-JlT IJ) -2'- [2- (4-?no7i 

$ ; ?DD*U-y ?j-)i=io : 1) KTfSSU ift%£3HGfe& B H B tLT 
1.20g£fco 

'H-NMR (270MHz. CDC^ 3 )(5 : 
8.02 (lH.dd, J=5.3, 1.6Hz) , 7.65 (2H, dm, J=8. 6Hz) , 
7.43 (2H,dm, J=8. 6Hz) , 7.10 (2H, dm, J=8. 9Hz) , 
6.64 (lH.dd, J=7.6, 1.6Hz) , 6.57 (2H, dm, J=8. 9Hz) , 
6.39 (lH.dd, J=7. 6, 5. 3Hz) , 5.73 (lH.br) . 3.65-3.75 (2H.br) , 
3.31 (2H.brt. J=6Hz) 

awfc^&sfca&Kti, / >*©«^(cii#wj4, mmmi 4®;u- vmm 

4 5 
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mmm 1 8 

3- CN- (2-7"Dtxf;b) -N- { A - 9 unKy^y * T 
- 2- [2 - [N - (4-?no7x-;l0 - N - t - 7' h * 

H»'J7 6©ft/£$&)A 8.25g(lf" h5 t K077 >80^£fln/tT&l? U * 
&T h 'J 7 x - A- 7 t X 7 -f 75. 98g, ;l/2. 86g^ & *7 -T 

7 7°d tVbT7'777;t/*>7U- M.62g£II&}&n;Lrt:&, £fiC:T30#liSfli ft 

7^- («tB«ffi ; n-^*-9">-Mfcxf-;U=2 : 1 ) KTfMKU 

^fel$ H H B ^LT8.98gl#/c 0 

1 H-NMR (270MHz, CDC0 3 )<5 : 
8.06 (lH.dd. J=5.0, 1.7Hz) , 7.64 (2H. dm. J=8. 6Hz) , 
7.48 (2H. dm, J=8. 6Hz) , 7.10 (2H. dm. J=8. 6Hz) , 6.58 (2H, dm, J=8. 6Hz) , 
6.67 (lH.dd. J=7.6, 1.7Hz) , 6.42 (1H, dd, J=7. 6, 5.0Hz) , 
5.54 UH.brt, J=5Hz) , 3.99-4.13 (lH.m) , 3.76-3.87 (2H,m) , 
3.55-3.71 (2H.ra) , 3.38-3.55 (lH.m) , 3.24-3.38 (2H,m) , 
1.44 (9H. s) 

nmm 1 9 

3- CN- (2-7'D^if;i) -N- ( 4 - ? a uKy^f yzJl-7 * — ] 
7U-2 - [2- ( 4 - 0 DD7 7;;xf;H 7;7b'iJ^> 

^MJ7 8O^J^tl2.00g(CMx7 c A20^jDX-T^I?l,, 1ST> 4 
^12^SPX.T24Bfr B 1^b/-c 0 vzWtimi- b 'J 7 A7K&$£Jnx.TT;l/77 'J 
fcfetU Mx^A (100 ml ) T'JfttBL/co ftBci^ 

4 6 
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-y^y-A = 10: 1) CTilL, g^^4|EfeT^;U7yXtLT1.68gl# 

/Co 

'H-NMR (270MHz, CDC ^ 3 ) (5 : 

8.10 (lH.dd. J=4.9, 2.0Hz) , 7.62 (2H, dm, J=8. 6Hz) , 
7.48 (2H.dm, J=8.6Hz) , 7.10 (2H, dm, J=8. 9Hz) , 6.58 (2H, dm, J=8. 9Hz) , 

6.57 (lH.dd, J=7.7, 2.0Hz) , 6.44 (1H, dd, J=7. 7, 4.9Hz) , 
5.64 (lH.brt, J=6Hz) , 4.52 (lH.br) , 4.17 (lH.m) , 3.77 (lH.m) , 

3.63 (lH,m) , 3.47 (lH.m) , 3.30-3.38 (4H,m) 

mz 0-8 6 oit^^mmLtio 
mm s o 

3- [N- (4 - 9 uu<y^yx)l-y *-;(,) -N- (2 — / f-JlT i y xf 
)l) ] T I J - 2- C2 - (4-^nn 7i^) T ^ yxf Jl] T ^ y h° 'J >> 

> 

'H-NMR (270MHz, CDC£ 3 )<d: 
8.06 (lH.dd, J=5.0, 1.7Hz) , 7.63 (2H, dm, J=8. 7Hz) , 
7.46 (2H,dm, J=8.7Hz) , 7.09 (2H, dm, J=8. 9Hz) , 6.59 (2H, dm, J=8. 9Hz) , 
6.56 C1H. dd. J=7. 6, 1.7Hz), 6. 37 (1H, dd. J=7. 6, 5.0Hz), 
4.80 (lH.br) , 4.10-4.20 (lH.m) , 3.81-3.90 (lH.m) , 
3.45-3.56 (lH.m) , 3.25-3.40 (2H.m) , 3.04-3.12 (lH.m) , 
2.51-2.67 (2H.m) , 2.37 (3H, s) 

mmm s 1 

3- [N- ( 3 -T S J 7°d t*;U) -N- (4-?DDA;>-t?'>Xil7t^) ] 
7 ; 7 - 2 - [ 2 - ( 4 - 0 o d 7 x - A) T;;xf7l/] T $ 7 f U > 
'H-NMR (270MHz, CDCi 3 )(5: 

4 7 
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8.05 (1H, t, J=3. 3Hz) , 7.68 (2H. d, J=8. 5Hz) , 7.44 (2H, d. J=8. 5Hz) , 

7.01 (2H.d. J=8. 6Hz) , 6.53 (2H. d, J=8. 6Hz) , 6.36 (2H, d, J=3. 3Hz) , 

6.17 OH.brt. J=6Hz) , 4.75 (lH.br) , 4.35-4.43 (lH.m) , 

3.60-3.75 (2H,m) , 3.15-3.35 (3H.m) , 2.95-3.10 (2H.m) , 
1.75-2.00 (2H,m) 

mm\ 8 2 

3- [N- (4-^ooA;>4f>x;l/7t-/l/) -N- ( 2 - L° □ U y xf- 
il) ] 7;7-2 - [2 - (4 - ?dd7x^) T $ yxfA-] T $ J t° 'J V 

y 

'H-NMR (270MHz, CDCi 3 )5: 

8.05 (lH.dd, J=5.0, 1.7Hz) , 7.64 (2H. dm, J=8. 6Hz) , 

7.46 (2H, dm, J=8. 6Hz) , 7.10 (2H, dm, J=8. 9Hz) , 6.61 (2H, dm, J=8. 9Hz) , 
6.55 (1H, dd, J=7. 6, 1.7Hz), 6. 36 (1H, dd, J=7. 6, 5.0Hz), 
4.79 (lH.br) , 4.15-4.26 (lH.m) , 3.86-3.94 (lH.m) , 
3.00-3.07 (lH.m) , 2.60-2.73 (3H,m) , 2.22-2.40 (3H,m) , 
1.60-1.75 (4H,m) 

mmm s 3 

3- [N-4-?DD<>i?'>^;l/7t-A] -N- [2- (2-hKD + i/i 
tJl) T * J T^y-2 - [2 - (4-^no ? xx;U) 7 * J x^A] 

T ^ y f 'J ^ > 
'H-NMR(270MHz. CDCj0 3 )<5 : 

8.06 (lH.dd. J=5.0, 1.7Hz) , 7.56 (2H, dm, J=8. 7Hz) , 
7.39 (2H,dm, J=8.7Hz) , 7.08 (2H. dm. J=8. 9Hz) , 
6.78 (lH,dd.J=7.6, 1.7Hz) , 6.53 (2H. dm. J=8. 9Hz) , 

6.43 (lH.dd, J=7.6, 5.0Hz) , 4.79 (lH.br) , 4.28-4.44 (2H,m) , 
4.10-4.20 (lH.m) , 3.80 (1H. dt. J=7. 9, 1.7Hz) , 3.44-3.70 (4H,m) , 

4 8 
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3. 19-3.33 (4H,ra) 

mmm 8 4 

3- [N- ( 4 - 0 o uKy^yx)i-j -N- ( 3 - t°< >J ^ 7 J f- 

A) ] T ^ 7 - 2 - [ 2 - ( 4 - ?DD7i^) T ^ yxfA'j T ^ 7 t° 'J ! J 



H-NMR(270MHz. CDC ^ 3 ) <5 : 

8.13 (l/2xlH,dd, J=5. 0, 1.7Hz) , 8.12 (l/2x 1H, dd, J=5. 0, 1.7Hz) , 
7.67 (l/2x2H.d, J=8.9Hz) , 7.66 (1/2X2H. d. J=8. 9Hz) , 
7.46 (l/2x2H.d, J=8.9Hz) , 7.45 (l/2x 2H, d. J=8. 9Hz) , 
7.09 (2H,d,J=8.9Hz) , 6. 63 (l/2x 1H, dd, J=7. 6, 1.7Hz), 
6.62 (l/2xlH,dd, J=7. 6, 1.7Hz), 6. 57 (1/2X2H. d, J=8. 9Hz) , 
6.56 (l/2x2H,d, J=8.9Hz) , 6.46 (1/2X 1H, dd, J=7. 6, 5.0Hz) , 

6.45 (l/2xlH,dd, J=7. 6, 5.0Hz) , 5.50 (l/2x 1H. brt, J=6Hz) , 

5.46 (1/2X1H. brt. J=6Hz) , 4.48 (lH.br) , 4.08-4.25 (lH.m) , 
3.71-3.84 (lH.m) , 3.49-3.60 (lH.m) , 3.23-3.40 (2H,m) , 
2.80-2.94 (2H.ni) , 2.13-2.41 (3H,m) , 2.00-2.12 (lH.m) , 
1.40-1.70 (2H,m) , 1.08-1.35 (2H,m) 



3 - [N- (4 - ? naKyi?yx)l7 -N- ( 2 - t 0 ^ ') V J * *r 



'H-NMR(270MHz. CDC£ 3 )<5: 
8.05 (lH.dd. J=5.0, 1.7Hz) , 7.62 (2H. dm. J=8. 6Hz) , 
7.46 (2H,dm, J=8.6Hz) , 7.09 (2H, dm, J=8. 9Hz) , 6.60 (2H, dm, J=8. 9Hz) , 
6.54 (lH.dd, J=7.6, 1.7Hz), 6. 33 (1H, dd. J=7. 6. 5.0Hz), 
3.78-3.92 (3H,m) , 3.25-3.50 (2H.m) , 2.94-3.03 (2H.m) , 



mm 8 5 
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2.34-2.52 (2H.m) , 1.75-1.85 (lH.m) , 1.42-1.58 (3H.m) , 
1.23-1.33 (2H.m) 

mmm 8 6 

3- CN- (4-^DD^>t">x;l/7t-^) -N- (2-7;yifA0 ] 
T^y-2 - [2 - (4 - ?DD7i^) 7;;xf;H 7;;b''J^> 
'H-NMR(270MHz, CDCJ? 3 )<5: 
8.07 (lH.dd. J=5.0, 1.6Hz) , 7.62 (2H, dm, J=8. 6Hz) , 
7.46 (2H.dm, J=8. 6Hz) , 7.09 (2H, dm, J=8. 9Hz) , 6.58 (2H, dm, J=8. 9Hz) , 
6.57 (lH.dd, J=7.6, 1.6Hz), 6. 40 (1H, dd, J=7. 6, 5.0Hz), 
3.93-4.03 (lH.m) , 3.74-3.85 (lH.m) , 3.51-3.62 (lH.m) , 
3.26-3.42 (2H.ni) , 3.04-3.12 (lH.m) , 2.79-2.87 (lH.m) , 
2.59-2.69 (lH.m) 

3-N, N-t:X ( 4 - 2 n n y TiJ-2- [2- (4 

®cx^;H0^£ijnx- M^(rT20I^^^^L/c o ^8*31 h 'J ^ 
*.TT;U;*7 Ut££ U ItKxf-^ (100 id ) TttiHJLAio ft»xf-;H^7jcfc 

^□D7h;UA-y^y-;U=10 : 1) KTfcRU i6^1^)^iEfeT^7b7 7X<t 
bTO. 94glf/c 0 
'H-NMR(270MHz, DMS0-d«)5: 

8.23 (lH.dd. J=4.8, 1.7Hz) , 7.97 (4H, dm. J=8. 8Hz) , 

7.83 (4H.dm. J=8. 8Hz) , 7.28 (2H, dm, J=8. 9Hz) , 

7.02 (lH.dd, J=7.9, 1.7Hz) , 6.87 (2H, dm, J=8. 9Hz) , 6.85 (lH.br) , 

5 0 
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6.73 (lH.dd. J=7. 9, 4. 8Hz) , 3.62 (2H. brq. J=6. 6Hz) , 
3. 17 (2H, brt, J=6. 6Hz) 
'H-NMR (270MHz, CDC ^ 3 ) 6 : 
8.19 (lH.dd. J=4.9, 1.6Hz) , 7.87 (4H, dm, J=8. 6Hz) , 
7.47 (4H,dm. J=8. 6Hz) , 7.13 (2H, dm, J=8. 6Hz) , 6.53 (2H, dm, J=8. 6Hz) , 

6.83 (lH.dd. J=7. 6, 1.6Hz), 6. 55 (1H, dd, J=7. 6, 4.9Hz), 

4.84 (lH.brt. J=6Hz) , 3.55 (2H, brq, J=6Hz) , 3.20 (2H, brt, J=6Hz) 

mmm s 8 

3- [N- ( 4 - 7 a n<y-e>X)l7 -N- ( 2 - t - 7 h * ^ iJ >l 

t:^7Uif^) ] TiJ-2 - [4- (4-?DD7x-A) -2, 3- 

v - 1 - ^ y ] h° U > 

^•+-9-'J^^d»J KO. 50g*> O* h 'J xf;t/T * >0. 80g£l©&in>Lfc&, 

T 1 B#Pe11f#L7c 0 Ml^nD^^A (100 £JjP;L, 2®7j<#fcL/c 0 

-10: 1) (CTfitUlU BW^^feT^;U7rXtL"ri.53g#/c 0 

'H-NMR (270MHz, CDCi 3 )<5 : 
8.52 (lH.dd, J=4.6, 1.6Hz) , 7.50 (2H, d, J=8. 8Hz) , 
7.46 (2H,d. J=8.8Hz) , 7.43 (4H, s) , 7.27 (1H. dd, J=7. 9, 4. 6Hz) , 
7.14 (lH.dd. J=7.9, 1.6Hz) , 5.45 (1H, brt, J=5Hz) , 4.47-4.64 (2H, m) , 
3.95-4.07 (lH.m) , 3.85-3.95 (lH.m) , 3.73-3.85 (lH.m) , 
3.30-3.45 (3H,m) , 1.32 (9H, s) 

mm 7 

2- [4- (4-700 7x^-71.) -2, 3 - i?** V - 1 - M^y V J ] -3 



5 1 
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* 3rV >) )l 9 v i) Kl.61g&cktf h 'Jxf;b7 $ >3.21g£E&tnx.fc&, 

T 1 WljfftL/co SEEttC^on^7l/A (100 ^ ) 2®7kffiL/c 0 

-^ = 10: 1) KTfflMRU BWfc£fcfeitSf H tLT2.00g»fco 

i H-NMR(270MHz > CDCi 3 )£: 
8.55 (lH.dd. J=4. 6, 1.6Hz), 8. 23 (1H. dd, J=7. 9, 1.6Hz), 
7.44 (2H, dm, J=8. 9Hz) , 7.38 (2H, dm, J=8. 9Hz) , 
7.37 (lH.dd, J=7.9, 4. 6Hz) , 4.69 (2H,m) , 4.33 (2H,m) 
8 

3-T^y-2 - [4 - (4 - ?DD7 x-A) - 2, 3 - ^^"+V - 1 - f ^ 

7 ©£j&t)2. OOgK, y -;U50^*> ckOV * 7 -/H0^£iffl;LT$! 
2096*8^5^ A 0. 50g^jbnx.. 1 ^E©7K^^x^ffl 

-;i/ = 10: 1) i:tflIU H^^^fe^H B B tLT0.22gllllXt--5i:llBtil s g 
s^ife^tui. lOgflfco 
'H-NMR(270MHz, CDCi 3 )<5: 

7.98 (lH.dd, J=4.0, 2.0Hz) , 7.42 (2H. dm, J=9Hz) , 

7.37 (2H, dm, J=9Hz) , 7.12-7.20 (2H,m) , 4.33 (2H.ra) , 4.15 (2H.m) , 

4.07(2H,brs) 

mm 8 9 

5 2 
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3- (A - ^ uuKy-\fyx)\y-y t~)lT I J) -2- [4- (4-?on7x 

-A) - 2 , 3--w;-i-bf^7^;] e u ^ > 

#%0H8©£j£ftl.O5gC:, ? a a A40»rf£ira*.T&JS¥ I. TK&jfftTt 0 
'J S>>0.31g*> J;tf p - 7 DD<>-t'>xi7 ? a >j K0.84g£ll&jDx./c o 
M(::T18l$IHIfll#&> 50°C(CT2B#^j[inM#U/co RBXUZ ? o □ *;l -A 
100 m$ ZtMiL, 2Hl7Ki5fet/wo TKHi^ OD^A^Tlfttti ?nn*;UAl 

(^aj»«; ?na*;UA-/^y-;U=10 : 1) i:tt!U #%#>J8.©£$ 
ft&fc&ttfi t bTO. 19gEFJR-r* tl^d, g W^€-^fe^B B H<i: LT1. 20gf#/c o 
1 H-NMR(270MHz. CDC ^ 3 ) <5 : 
8.37 (lH,dd. J=4.6, 1.6Hz), 7. 77 (1H, dd, J=8. 6, 1.6Hz), 
7.73 (2H.dm. J=8.6Hz) , 7.66 (lH.br) , 7.46 (2H. dm, J=8. 6Hz) , 
7.42 (2H,dm, J=8.9Hz) , 7.33 (2H, dm, J=8. 9Hz) , 
7.32 (lH,dd, J=8.6, 4. 6Hz) , 3.98 (2H, m) , 3.92 (2H,m) 

mmm 9 0 

3- [N- (2-7'atxf/l/) -N- ( 4 - 7 d n Ky-tf yxJIJ * — Jl) ] 
TlJ-2- [4- (4-?DD7ia) -2, 3-W;-l-^7y 

y ] t° >j $> > 

H^#'J8 9 45glZv- b y t Fa7 7 >20^£tlQ;iT&i? U fc&T 

h 'J 7 x — ;L-7 * X7 4 7289mg> 2 -7*D^ex^ 7 -;H37mg> te£tfi?4*J~7- 
o t e ;lT7^7j;l/^>^l/- h222mg^flH^tinx.. MllTSO^IBUl^LAio & 
i^iES* b ti.fc^Si* ■> 'J * f ;^ 7 A n 7 h 7'7 7 -r - (JgfcB 
n-^t>-||xf^=2 : 1) HTftftU IWft**fe7t;l/7 
7 7t LT529mg# fc 0 
■H-NMR(270MHz. CDC£ 3 )S: 
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8.56 (lH.dd, J=4.8, 1.8Hz) , 7.53 (4H.s) , 7.42 (4H.s) , 
7.32 (lH.dd. J=8.0, 4.8Hz) , 7.11 (1H, dd. J=8. 0, 1.8Hz) , 
4.3-4.5 (2H.br) , 3.8-4.2 (2H.br) , 3.5-3.8 (4H, br) 

mmm 9 1 

3- [N- ( 4 - 0 o a^y-^yxJiy -N- ( 2 - t - 7 h 4r i/ij ji 

^;l/7;;xf;b) ] TlJ-2 - [4- (4-?od7x^) -2, 3- 
'Jt* 7 - 1 - ¥K? i? J ] f 'J ^ > 

^2i#J8 9©^J5E«B422mgCf h 5 L Kn 7 v 720^JPx.T^P U 3fcftT 
h |J 7 x ~;b7 tX7^ >338mg, N- t - I* V )l-#—)l-T I J 3-9 J 

-;U207.7mg, & J^'iM "Jrfv t*)VT Wtl i/ U - h260. 4mg£JII#din>U 

!$$)£&SfeT^;U7TXt LT529mg#fc 0 

'H-NMR(270MHz, CDC£ 3 )<5: 
8.52 (lH.dd, J=4.6, 1.6Hz) , 7.50 (2H. d. J=8. 8Hz) , 
7.46 (2H,d. J=8.8Hz) , 7.43 (4H, s) , 7.27 (1H, dd, J=7. 9, 4. 6Hz) , 
7.14 (lH,dd, J=7.9, 1.6Hz) , 5.45 (1H. brt. J=5Hz) , 4.47-4.64 (2H.m) , 
3.95-4.07 (lH.m) , 3.85-3.95 (lH.m) , 3.73-3.85 (lH.m) , 
3.30-3.45 (3H.m) , 1.32 (9H, s) 

mmm 9 2 

3 - [N - ( 4 - 7 DD<>ir7XA7 -N- (2-7;7if A) ] 

7^7-2 - [4 - (4 - ?dd7x^) - 2, 3 - i?it*'J- 1 - t'^y -7 
J ] h° "J > 

^f?>J 9 1 ©^#j529mgtrI^xf-;H0^^Snx.T^?L, ^ST, 4 
^6?»^jD^T24lt^^L/c 0 J^tMc^ h 'J ^> Uimm^^XT U 

5 4 
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A-/^y-^=10: 1) KTffSU lWtt*HRfeT ; 6;U7 7Xi:LT441mg 

'H-NMR(270MHz, CDC2 3 )6: 
8.50 (1H, dd, J=4. 6, 1.4Hz) , 7.46 (4H, s) , 
7.40 (2H, d, J=6.3Hz, AB-type) , 7.38 (2H. d, J=6. 3Hz, AB-type) , 
7.28 (lH.dd, J=8.0, 4. 6Hz) , 7.19 (1H, dd, J=8. 0, 1.4Hz) , 
4.45-4.60 (2H,br) , 3.80-4.05 (2H.br) , 3.40-3.60 (lH.br) , 
2.80-3.20 (3H, br) 

MTnmmi 8 , 7 9 tmmwmzn^x, mmmv sfrtmrnm 1 2 3©<t 
mmm 9 3 

3- [N- (4-^DD^>i?'>XA'7t-il') -N- (2-i//f A7;;x 
f-;u) ] r^y-2 - [2 - (4 - ? no 7 x~;U) T i y Xf^] 7 ; y h° 'J 

>>> 

! H-NMR(270MHz, CDC£ 3 )<5 : 
8.05 (1H, dd, J=4. 95, 1.65Hz) , 7.62 (2H, d, J=8. 91Hz) , 
7.45 (2H. d, J=8. 91Hz) , 7.09 (2H. d, J=8. 91Hz) , 6.60 (2H, d. J=8. 91Hz) , 
6.55-6.11 (lH.m) , 6.34-6.39 (lH.m) , 4.67-4.88 (lH,br) , 
4.12-4.27 (lH.m) , 3.81-3.96 (lH.m) , 3.16-3.52 (3H, m) , 
2.92-3.05 (lH,m) , 2.39 (1H. ddd, J=12. 87, 10.56, 4. 62Hz) , 
2.21 (6H, s) , 2.06-2.22 (lH.m) 

mm\n 9 ^ 

3- [N- [2- (2-7;yx^y) xf;i/] -N~ (4-^nn<>f> 
x;l/7t-^) ] T^y-2 - [2 - (4-?oa 7 x^x;U) 7 $ j x^;u] 7 
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'H-NMR (270MHz. CDC£ 3 )<5 : 
8.07 (lH.dd. J=4. 95, 1.65Hz) , 7.64 (2H, d, J=8. 91Hz) , 
7.47 (2H.d, J=8.58Hz) , 7.09 (2H. d, J=8. 90Hz) , 6.57 (2H, d, J=8. 91Hz) , 
6.50-6.65 (lH.ra) , 6.37-6.42 (lH.ra) , 6.05 (1H, t. J=6. 11Hz) , 
4.08-4.19 (lH.m) , 3.69-3.89 (lH.m) , 3.22-3.75 (7H,m) , 
3.13-3.21 (lH.ra) , 2.65-2.87 (2H,m) 

mm\ 9 5 

3- [N- ( 4 - 0 DDAi>-tf >x;U7 - N - [2- ( 2 - t'K <J i? h) 

xf-;u] ] 7 i J -2 - [2 - (4 - ? od7x^;u) t * yxfi] r i j t° 

'H-NMR (270MHz. CDC£ 8 )<?: 
8.07 (lH.dd, J=4. 93, 1.65Hz) , 7.61 (2H, d. J=8. 58Hz) , 
7.47 (2H,d. J=8.58Hz) , 7.10 (2H. d, J=8. 91Hz) , 6.59 (2H, d, J=8. 91Hz) , 
6.48-6.52 (lH.m) . 6.36-6.42 (lH.m) , 5.84 (1H. t. J=6. 27Hz) , 
4.33-4.87 (lH.br) , 3.74-4.06 (2H,m) . 3.50-3.69 (lH.m) , 
3.25-3.48 (2H.m) , 3.05-3.17 (lH.m) , 2.90-3.04 (lH.m) , 
2.43-2.62 (2H.m) , 1.18-1.90 (8H.m) , 0.94-1.09 (lH,m) 

mmm 9 6 

3- [N- (4-^oo^>f>Xil/7t-^) -N- [2- (3--hD-2 
-t'ViSJl) 7;7xfiH ] TiJ-2 - [2- (4-^DD7x-/l/) 7; 

yxf^j t ' j t°'J 

'H-NMR(270MHz. CDC^ 3 ) <5 : 

8.37 (lH.dd, J=8.25, 1.65Hz) , 8.25-8.33 (2H.m) . 

8.09 (lH.dd, J=4.95, 1.65Hz) , 7.60 (2H, d. J=8. 58Hz) , 

7.42 (2H.d, J=8.58Hz) , 7.07 (2H. d. J=8. 90Hz) , 6.55 (2H. d. J=8. 91Hz) , 

5 6 
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6.54-6.68 (2H.m) , 6.41-6.46 (lH.m) , 5.71 (1H. t. J=6. 10Hz) , 
4.43-4.54 (lH.br) , 4.16-4.25 (lH.m) , 3.73-3.91 (2H.m) , 
3.52-3.67 (lH.m) , 3.25-3.50 (4H,m) 

mm\ 9 7 

3- CN- ( 4 - 0 n nKy-tfyx)l7 -N- [2- (l-V^yi?- 

Jl) ] T i J - 2 - [2 - ( 4 - 7 o a 7xa) T * J xf-;U] T $ 

7 h° >J 7 > 

'H-NMR(270MHz. CDC ^ 3 ) <5 : 
8.04-8.07 (lH.m) , 7.62 (2H, d. J=8. 58Hz) , 7.47 (2H, d, J=8. 91Hz) , 
7.10 (2H.d, J=8.58Hz) , 6.78 (2H. d, J=8. 90Hz) , 6.51-6.55 (lH.m) , 
6.34-6.39 (lH.m) , 4.70-5.00 (lH.br) , 4.13-4.32 (lH.m) , 
3.84-4.02 (lH.m) , 3.19-3.50 (3H,m) , 2.86-3.04 (lH,m) , 

2.38- 2.88 (4H.br) , 2.33-2.49 (lH.m) , 2.01-2.32 (3H,m) , 

1.39- 1.81 (lH.br) 

mm 9 8 

3 - [N- [2 - (3-7;7-2-t''J 7A-) T I J if ;H — N - ( 4 - 0 
aa<y-¥'yx)l7 t-Jl) ] TiJ-2- [2- (4-7ao7i-A) T~ 

yifii] t i j \i ') is y 

, H-NMR(270MHz. CK£ 9 )6: 
8.05 (lH.dd, J=4. 95, 1. 65Hz) , 7.61 (3H.m) , 7.43 (2H, d, J=8. 58Hz) , 
7.07 (2H,d, J=8.57Hz) , 6.60 (1H. d, J=l. 65Hz) , 6.58 (1H. d. J=l. 65Hz) , 
6.50 (3H,m) , 6.38-6.48 (lH.m) , 5.88 (1H. t. J=5. 94Hz) , 
4.30-5.00 (2H.br) , 4.19-4.22 (lH.m) , 2.70-3.79 (lOH.m) 

mw\ 9 9 

3- CN- ( 2 -T $ J 7 yf;l-N- (4-?aa^>t*>XA7* 

-A) 3 T^y-2 - [2 - (4 - 7 o o 7 x — A) T * 7 if A] T $ J t° 'J 
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yy 

'H-NMR (270MHz, CDCi 3 )<5: 
7.94 (lH.dd. J=4.95, 1.65Hz) , 7.71 (2H, d. J=8. 91Hz) , 
7.52 (2H,d. J=8.57Hz) , 7.10 (2H. d, J=8. 91Hz) , 6.97-7.07 (lH.m) , 
6.58-6.67 (2H,m) , 6.50 (2H, d. J=8. 91Hz) , 6.42-6.52 (m. 2H) , 
6.33-6.38 (lH.m) , 5.93 (1H. t, J=5. 94Hz) , 5.24 (1H, d, J=13. 53Hz) , 
4.10-4.51 (3H,br) , 3.83 (1H, d. J=13. 53Hz) , 3.26-3.45 (2H. m) , 
2.97-3. 16 (2H,m) 

mmm 1 o o 

3 - [N- [2 - (4-T^y 7 xf ;U -N- ( 4 - 9 aaKy-V y 

Z)l7 t~Jl<) ] T i J - 2~ [2 - (4 - ?DD7x-^) T $ J x^A] T 

U t° 'J : J y 

*H-NMR(270MHz. CDC ^ 3 ) <5 : 
8.06-8.09 (lH.m) , 7.57 (2H. d, J=8. 58Hz) , 7.45 (2H, d. J=8. 58Hz) , 
7.10 (2H, d, J=8.91Hz) , 6.87 (2H. d. J=8. 25Hz) , 6.50-6.58 (5H.m) , 
6.39-6.44 (m, 1H) , 5.33 (1H. t, J=5. 94Hz) > 4.40-4.65 (lH.br) , 
4.00-4.13 (lH.ra) , 3.72-3.84 (lH.m) , 3.50-3.70 (lH.br) , 
3.14-3.49 (4H.ni) , 2.53-2.72 (2H,m) 

MtifoM 1 0 1 

2 - [2 - ( 4 - ? 7x-W 7;yxfA] T * J - 3 - [N- [ 2 - 
( 4 - t 'J J ) xf A] -N- ( 4 - 7 a aKy-tfy t~Jl) ] T 

1 H-NMR(270MHz. CDC£ 3 )<5: 
8.06 (lH.dd, J=4.62, 1.65Hz) , 7.62 (2H, d, J=8. 58Hz) , 
7.48 (2H. d, J=8.91Hz) , 7.11 (2H. d, J=8. 91Hz) , 6.64-6.75 (lH.m) , 
6.63 (2H. d. J=8. 90Hz) , 6.52 (1H. dd. J=7. 59, 1.98Hz) , 

5 8 
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6.37 (lH.dd. J=7.59, 4. 95Hz) , 4.62-5.11 (lH.br) , 

4.17-4.30 (lH.m) , 3.89-4.03 (lH.ra) , 3.56-3.59 (4H.m) , 

3.22-3.55 (3H.m) , 2.92-3.04 (lH.m) , 2.50-2.77 (2H.m) , 

2.37-2.50 (lH.m) , 2.10-2.36 (3H.m) 

mmm 1 o 2 

3- [N- (3 t°)l) -N- ( 4 - ? n aKyifyxJl-y ] 

T^y-2 - [2 - (4 - ?dd7i^) 7;;xf;l/] 7 $ J t* 'J ^ > 
'H-NMR(270MHz, CDC ^ 3 ) <5 : 
8.09 (lH.dd. J=4. 62, 1. 65Hz) , 7.62 (2H, d, J=8. 91Hz) , 
7.50 (2H.d. J=8.58Hz) , 7.10 (2H, d, J=8. 91Hz) , 6.58 (2H, d, J=8. 91Hz) , 
6.49-6.59 (lH.m) , 6.38-6.52 (lH.m) , 5.60 ( 1H, t, J=5. 78Hz) , 
3.92-4.08 (lH.m) , 3.74-3.91 (lH.m) , 3.25-3.72 (5H,m) , 
3.10-3.24 (1H.ib) , 1.74-2.20 (lH.m) 

mmm 1 o 3 

3- [N- (4 - 9anKy-tfyx)lZ> -N- [2- (JijfV-Jl- 

1 -4)1) xfyl/] ] T i J — 2 - [2 - (4 -^no7x-;U) T S yxf;l] 

'H-NMR(270MHz, CDC ^ 3 ) <5 : 
8.06-8.15 (lH.ra) , 7.54 (2H, d, J=8. 90Hz) , 7.46 (2H, d, J=8. 58Hz) , 
7.42 (lH.brs) , 7.11 (2H, d, J=8. 91Hz) , 7.05 (1H. brs) , 
6.90 (lH.brs) , 6.59 (2H, d. J=8. 91Hz) , 6.48-6.52 (lH.m) , 
6.40-6.47 (lH.m) , 5.12 (1H. t. J=5. 94Hz) , 3.98-4.27 (3H,ra) , 
3.62-3.81 (lH.m) , 3.23-3.54 (4H.m) 
1 0 4 

3- [N - (4-^DD^>i?'>XA'7t-A0 -N- (3-N-^f ATU 
7°o ] T i J - 2 - [2 - (4 - ?dd7i^) 7;7xf;H T i J 
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'H-NMR(270MHz, CDC ^ 3 ) 6 : 
8.07 (lH.m) , 7.62 (2H.d. J=8. 58Hz) , 7.48 (2H, d, J=8. 58Hz) , 
7.10 (2H.d, J=8.91Hz) , 6.59 (2H. d. J=8. 91Hz) , 6.45-6.53 (lH.m) , 
6.37-6.42 (lH.m) , 6.09 (1H, t. J=5. 94Hz) , 4.52-4.75 (lH.br) , 
3.78-3.99 (2H.ra) , 3.50-3.69 (lH.m) , 3.25-3.44 (2H.m) , 
3.10 (lH.dq. J=7.58, 5. 28Hz) , 2.59 (2H, ddd, J=25. 73, 12.20, 6. 60Hz) , 
2.32 (3H.s) , 1.37-1.72 (2H,m) 

mmm 1 o 5 

3- CN- ( 4 - ? uuKy-ifyxJl? -N- [2- (4 i 

2 - 4 Jl) ftif;H ] T i J - 2 - [2 - (4-^do 7x-Aj 7;7x 

, H-NMR(270MHz, CDCi 3 )5: 
8.07 (1H, dd. J=4. 95, 1.65Hz) , 7.57 (2H. d, J=8. 91Hz) , 
7.45 (2H.d, J=8.58Hz) , 7.08 (2H, d, J=8. 90Hz) , 6.90-7.21 (2H.m) , 
6.57 (2H,d, J=8.91Hz) , 6.42-6.51 (lH.m) , 6.34-6.42 (lH.m) , 
5.94 (lH.t.J=5.94Hz) , 4.30-5.10 (lH.br) , 3.92-4.06 (lH.m) , 
3.59-3.84 (2H.m) , 3.28-3.40 (3H.m) , 
3.26 (lH.dt. J=13.52, 4. 62Hz) , 2.97-3.18 (lH.m) , 
2.69-2.86 (lH.m) 

mmm 1 o 6 

2 - [2 - (4-^nn7x7+^) Xf^] T ^ 7 - 3 - [N- (2-T I J 

xfA) -N- (4-?naA:>-tf>x;U7 ] r $ y t°'j y> 

'H-NMR(270MHz, CDC ^ ») <5 : 
8.07 (lH.dd. J=4. 95, 1.65Hz) , 7.65 (2H, d, J=8. 91Hz) , 
7.44 (2H,d, J=8.91Hz) , 7.23 (2H, d, J=8. 90Hz) , 

6 0 
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6.85 (2H.d. J=8. 91Hz) , 6.69 (1H, dd, J=7. 59, 1.65Hz) , 

6.59 (lH.brt, J=5.78Hz) , 6.43 (1H. dd. J=7. 59, 4.95Hz) , 

3.85-4.18 (4H,m) , 3.66-3.77 (lH.m) , 3.10 (1H. dt, J=13. 5, 4. 45Hz) , 

2.77-2.86 (lH.m) , 2.59-2.69 (lH.m) 

mmm 1 o i 

2 - [2 - (4-^DD7iy+i/) xf/1/] T i J - 3 - [N- [2 - ( 2 - 
7;7x^-» xf-;H -N- ( 4 - ? nn^>-tf yxJiy + ] TlJ 
h° 'J : J y 

'H-NMR (270MHz, CDC^ 3 )<5: 
8.08 (lH.dd. J=4.95, 1.65Hz) , 7.65 (2H, d, J=8. 58Hz) , 
7.43 (2H, d, J=8.58Hz) , 7.23 (2H, d, J=8. 90Hz) , 6.87 (2H, d, J=8. 91Hz) , 
6.75 (lH.dd, J=7.59, 1.65Hz), 6. 45 (1H. dd, J=7. 59, 4. 95Hz) , 
5.89 (lH.brt, J=5.78Hz) , 4.00-4.16 (3H.m) , 3.83 (2H, q, J=5. 61Hz) , 
3.45 (2H. t, J=5. 45Hz) , 3.25-3.39 (3H.m) , 2.75 (2H, t. J=5. 12Hz) 

mm\n 1 o 8 

2 - [2 - (4-^nn7xy+-» xf-;b] TlJ -Z- [N- 
AT I 7xf;l) -N- ( 4 - ? n aKy-ifyxAy *— ;U) 1 T ^ y t° 'J i> > 
1 H-NMR(270MHz, CDCj0 3 )<5: 
8.06 (lH.dd. J=4.95, 1.65Hz), 7. 63 (2H, d, J=8. 91Hz) , 
7.37 (2H.d, J=8.57Hz) , 7.25 (2H. d, J=8. 91Hz) , 6.88 (2H, d, J=9. 24Hz) , 
6.83-6.91 (2H,m) , 6.44 (1H, dd, J=7. 59, 4. 95Hz) , 4.05-4.22 (2H.m) , 
3.82-3.99 (2H.ro) , 3.58-3.71 (lH.m) , 3.00-3.08 (lH.m) , 
2.35-2.45 (lH.m) , 2.14-2.29 (lH.m) , 2.20 (6H,s) 

mw\ 1 0 9 

2- [2- (4-?OD7xXjbft) xfil/] 7lJ-%- [N- (2-7; 

yxfA) - n - ( 4 - 9 a □ <y -t? y x a- 7 t - a) ] 7;/t'^> 

6 1 
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'H-NMR(270MHz. CDC ^ 3 ) <5 : 
8.07 (lH.dd. J=4. 95, 1.65Hz) , 7.65 (2H, d. J=8. 58Hz) , 
7.47 (2H, d. J=8. 58Hz) , 7.36 (2H. d, J=8. 58Hz) , 7.26 (2H. d, J=8. 58Hz) , 
6.65 (lH.dd, J=7.59, 1.65Hz) , 6.46 (lH.br) , 

6.43 (lH.dd. J=7.59, 4. 95Hz) , 3.91-4.02 (lH.m) , 3.47-3.76 (2H.m) , 
3.03-3.26 (3H.m) , 2.60-2.89 (2H.m) 

nmm 1 1 o 

2- [2- (4-?DD7x-Aft) xf A] T^y-3- [N- (2 -if/ 
f-JVT i J x^;b) -N- (4-^aD^>if>X;b7t-^) ] T S J f 'J V 

y 

'H-NMR(270MHz. CDC ^ 3 ) 6 : 
8.06 (lH,dd. J=4.95, 1.65Hz) , 7.65 (2H, d. J=8. 58Hz) , 
7.45 (2H, d. J=8.58Hz) , 7.40 (2H. d. J=8. 58Hz) , 7.27 (2H, d. J=8. 58Hz) , 
6.75 (1H, dd. J=7.59, 1.65Hz) , 6.75 (lH.br) , 

6.42 (lH.dd, J=7.59, 4. 95Hz) , 4.10-4.21 (lH.m) , 3.65-3.78 (lH.m) , 
3.37-3.50 (lH.m) , 3.12-3.22 (lH.m) , 2.95-3.07 (2H,m) , 
2.34-2.45 UH,m) , 2.14-2.27 (lH.m) , 2.22 (6H.s) 

mm\ 1 1 1 

2- [2- [N- ( 4 - ? on? x-;U) -N- (4-^DD^>i?'>x;b7t 

-A) ] T i J xf T ^ y — 3 - [N- ( 2 - 7 ; y xf -N- ( 4 - 

? a a a: >-tf >x;l/ 7 * — ] 7 ; y H 'J > 

1 H-NMR (270MHz, CDC 3 ) 6 : 
8.00 (lH,m) , 7.64 (2H, d, J=8. 91Hz) , 7.60-7.37 (6H,m) , 
7.34 (2H,m) , 7.06 (2H.m) , 6.72-6.37 (3H,m) , 4.08-3.72 (2H,m) , 
3.63 (2H,m) , 3.38-3.06 (2H,m) , 3.00-2.60 (2H.m) 

mmn 1 1 2 

6 2 
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3 - [N- (2-7Uxf^) -N- (4 - / b^-y^ya yxjiy t-A) ] 

- [2 - ( 4 - y h + ^7x-A) 7; 7xf A-] T S J li >J ^> 
'H-NMR(270MHz. CDC£ 3 )<5: 
7.95 (lH.dd, J=4.95, 1.32Hz) , 7.52 (2H, d, J=8. 57Hz) , 
6.83 (2H.d. J=8.58Hz) , 6.67 (2H, d. J=8. 58Hz) , 6.54 (2H. d. J=8. 91Hz) , 
6.46-6.47 (lH.br) , 6.26-6.34 (lH.m) , 3.78-3.88 (lH.m) , 
3.73 (3H. s) , 3.62 (3H, s) , 3.44-3.56 (lH.m) , 3.15-3.36 (2H,m) , 
2.91-2.99 (lH.m) , 2.63-2.71 (lH.m) , 2.46-2.56 (lH.m) 

mmm 1 1 3 

2 - [2 - ( 4 - ?dd7 )l) 7UiF + ^] - 3- [N- ( 2 - T * J 
ifil) -N- ( 4 - ? uu<y^yx)l-J *-A) ] T * J t 8 'J > 
'H-NMR (270MHz. CDC£ 3 )<5: 

8.13 OH.dd, J=4.95, 1.65Hz) , 7.62 (2H. d. J=8. 42Hz) , 

7.42 (2H,d. J=8.42Hz) , 7. 32 (1H, dd, J=7. 71, 1.77Hz), 

7.10 (2H,d, J=8.90Hz) , 6.90 (1H, dd. J=7. 71, 4. 62Hz) , 

6.55 (2H,d. J=8.90Hz) , 4.41 (2H, t) , 3.55 (2H. t) , 3.30 (2H. t) , 

2.68 (2H,m) 

%m% i 1 4 

3 - [N- ( 2 -t -N- (p - h;ux>x;i/7 *-;i/) ] t ^ y 
- 2 - [ 2 - ( p - h 'J ;U) 7 \ J xf ;i] r ^ y b° u ^ > 

'H-NMR (270MHz, CDCi? 3 )5: 
7.95-7.97 (lH,m) , 7.48 (2H, d. J=7. 92Hz) , 7.18 (2H. d. J=8. 25Hz) , 
6.88 (2H,d, J=8.25Hz) , 6.50 (2H, d, J=8. 25Hz) , 6.45-6.48 (lH.m) , 
6.26-6.30 (lH.m) , 3.80-3.90 (lH.m) , 3.49-3.69 (2H,m) , 
3.23-3.27 (2H.m) , 2.92-3.00 (lH.m) , 2.64-2.75 (lH.m) , 
2.48-2.62 (lH.m) , 2.33 (3H.s) , 2.14 (3H. s) 

6 3 
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mmm 1 1 5 

2- [2- [N-T-trf-A-N- (4-^dd7x-;U) ] 7;7if/l] T ^ 

7-3- [N- (2-7;;xfA0 -N- H - 9 unKy-gy ^fr? * - 

ji) ] t i y hfij >>> 

1 H-NMR(270MHz. CDCi 3 )5: 
8.03 (lH.dd. J=4.95, 1.65Hz) , 7.65 (2H, d, J=8. 58Hz) , 
7.48 (2H.d. J=8.58Hz) , 7.39 (2H. d, J=8. 57Hz) , 7.24 (2H, d. J=8. 57Hz) , 
6.56 (lH.dd. J=7.59, 1.65Hz) , 6.41 (lH.m) , 
6.38 (lH.dd, J=7.59, 4. 95Hz) , 4.35 (lH.m) , 3.93 (lH.m) , 
3.68 (lH.m) , 3.45 (2H.ni) , 3.13 (lH.m) , 2.80 (2H. m) , 1.91 (3H, s) 

mm 1 1 6 

2- [2- [N- (4-^oo7x-A) -N-if;i/] 7-yifl] TiJ 
-3- [N- (2-7*;xf;b) -N- ( 4 - 7 a a <>^'>X;b7 * -A) ] 
7;;h'iJi?> 

1 H-NMR(270MHz. CDCi 3 )5: 
8.11 (lH.dd, J=4.62, 1.65Hz) , 7.65 (2H. d, J=8. 74Hz) , 
7.46 (2H, d. J=8.74Hz) , 7.13 (2H. d. J=8. 91Hz) , 6.74 (2H, d, J=8. 91Hz) , 
6.62 (lH.dd, J=7.58, 1.65Hz) , 6.42 (1H, dd, J=7. 58, 4. 62Hz) , 
6.25 (lH.m) , 3.89 (lH.m) , 3.58 (2H.m) , 3.41 (2H, q) , 3.08 (lH.m) , 
2.77 (lH.m) , 2.59 (lH.m) , 1. 14 (3H. t) 

mmm 1 1 i 

3- [N- (2-7; -N- (4 -/ h + i/* > M > X )l 7 t - A) ] 
7^7-2 - [2 - (4-^ao7 x - A) 7 ; 7 xf A] 7 ; 7 b° 'J ^ > 
'H-NMR(270MHz, CDCi? 3 )<5: 

8.03-8.05 (lH.m) , 7.62 (2H. d. J=8. 91Hz) , 7.06 (2H. d. J=8. 57Hz) , 
6.93 (2H, d. J=8.90Hz) , 6.56 (2H, d, J=8. 58Hz) , 6.42-6.53 (lH.br) , 
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6.36-6.41 (lH.ra) , 3.88-3.99 (lH.m) , 3.83 (3H. s) , 
3.57-3.76 (lH.m) , 3.25-3.38 (2H.m) , 2.99-3.07 (lH.m) , 

2.74- 2.79 (lH.m) , 2.55-2.65 (lH.m) 

mmm 1 1 8 

3 - [N- (2-7UxfA) -N- (p - h ;Ux t—)l) } T i J 

-2 - [2 - (4 -^oo7x-=.;u) r ; ;xf;H T;;e>jy> 

'H-NMR(270MHz, CDCf 3 )<5: 
8.03-8.06 (lH.m) , 7.56 (2H, d. J=8. 25Hz) , 7.28 (2H, d, J=6. 6Hz) , 
7.07 (2H,d. J=6.6Hz) , 6.57 (2H. d, J=8. 91Hz) , 6.41-6.50 (lH.br) , 
6.35-6.40 (lH.m) , 3.92-4.08 (lH.m) , 3.70-3.88 (lH.m) , 
3.45-3.67 (lH.m) , 3.26-3.41 (2H,m) , 3.01-3.09 (lH.m) , 
2.76-2.82 (1H,id) , 2.63-2.68 (lH.m) , 2.43 (3H, s) 

mmm 1 1 9 

3- [N- (4-7-bf;i/7;; / Ot>^;l/7t-^) -N- (2-7;7x 
=f-)l) ] TU -2 - [2 - (4 - 0 do 7 x-;i/) t * y x^;b] TUfJ 

'H-NMR (270MHz, CDCf 3 )<5 : 
8.04 (2H, dd. J=4. 95, 1.65Hz) , 7.63 (2H, d, J=8. 91Hz) , 
7.58 (2H, d, J=8. 91Hz) , 7.06 (2H, d. J=8. 90Hz) , 
6.60 (lH.dd. J=7.59, 1.65Hz) , 6.54 (2H, d, J=8. 58Hz) , 
6.38 (lH.dd, J=7. 59, 4. 95Hz) , 3.88-4.03 (lH.m) , 3.70-3.85 (lH.m) , 
3.44-3.62 (lH.m) , 3.16-3.38 (2H,ra) , 3.00-3.12 (lH.m) , 

2.75- 2.89 (lH.m) , 2.56-2.68 (lH.m) , 2.18 (3H. s) 

mmm 1 2 0 

3- [N- (2-7;7xf;l/) -N- ( 4 h nKy-£ ; >x;b7 t -'O 3 
Ti J -2~ [2 - (4 - ?DD7 x-fr) 7;7xf;H 7 $ 7 h° U ^ > 
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'H-NMR(270MHz. CDC0 3 )6 : 
8.24 (2H,d, J=8.58Hz) , 8.01 (1H. dd. J=4. 62, 1.65Hz) , 
7.80 (2H,d. J=8.91Hz) , 7.00 (2H, d. J=8. 58Hz) , 6.71-6.82 (lH.m) , 
6.48 (2H, d. J=8. 90Hz) , 6.46-6.52 (lH.m) , 6.29-6.37 (lH.m) , 
3.90-4.04 (lH.m) , 3.64-3.79 (lH.m) , 3.45-3.59 (lH.m) , 
3.16-3.38 (2H.m) , 3.01-3.14 (lH.m) , 2.76-2.85 (lH.m) , 
2.52-2.66 (lH.m) 

mmm 1 2 1 

2 - [2 - [N- (4-7 DD7 x-;l/) - N - b KD + S/^+if' J A] T $ y 
T^y-3 - ( 4 - 7 na^y-tf>7;I/7 *-;U) T ~ J b° 'J 7 7 

'H-NMR (270MHz, DMS0-d 6 )<5 : 
7.80 (lH.dd, J=4.9, 1.6Hz) , 7.71 (2H, dm, J=8. 6Hz) , 
7.64 (2H,dm, J=8. 6Hz) , 7.39 (2H, dm, J=8. 6Hz) , 7.39 (2H, dm, J=8. 6Hz) , 
6.97 (lH.dd, J=7.5, 1.6Hz) , 6.47 (1H, dd, J=7. 5, 4. 9Hz) , 
6.41 (lH.br) , 3.78 (2H, brt, J=6. 5Hz) , 3.38 (2H, brdt, J=6. 5, 5Hz) 

mmm 1 2 2 

1 - [2 - (4 -?DD7x^) 7;7x^^] - 2 - [N- (2~T i J 
ifil/) - N - ( 4 - 7 doO^ 7 771/7 ;u) ] T I J Ky-\fy 
] H-NMR(270MHz, CK£*)6: 
7.66 (2H,d, J=8.58Hz) , 7.45 (2H, d, J=8. 58Hz) , 7.31 (lH.m) , 
7.12 (2H,d. J=8.91Hz) , 6.95 (lH.m) , 6.89 (lH.m) , 6.76 (lH.m) , 
6.62 (2H,d, J=8.91Hz) , 4.19 (2H,m) , 3.42 (4H,m) , 2.64 (2H,m) 

mmn 1 2 3 

1 - [2- (4-^do7x-;U) 7Uxh + '>] - 2- [N- [2 - (2- 
7;;ih + y) if-;!/] -N- ( 4 - 7 a n^>Hf >x;l/7 ] 7;; 

6 6 
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■H-NMR(270MHz. CDC ^ 3 ) <5 : 
7.70 (2H, d, J=8.58Hz) , 7.42 (2H. d. J=8. 58Hz) , 7.34-7.28 (lH.m) , 

7.12 (2H.d, J=8.91Hz) , 7.00-6.88 (2H.m) , 6.58 (2H, d, J=8. 91Hz) , 

4.13 (2H.m) , 3.73 (2H,m) , 3.47 (2H.m) , 3.34 (4H.ni) , 2.71 (2H,m) 

#«j 9 

3 h □- 4 - (4 -^e;t/7 t 'J J ) - l - (4 - ^Ji y * 'J jtuitf—ji) 
4 -7Jltv- 3 b a$E§I|2. 14g©f- b?t Fa77>ig$C*iH 

>2.22g^j!]n^ji^b/-c 0 &foT~ 2mmmwbtz'&&mmz&m3- 

^7A^D7^'77^ - (&£B&$ ; ^t>-ftixf^= 1:1) Tit 

Mb. @fi^2.66g^fe|g B e B<i:LTf#/co 

! H-NMR(270MHz. CDC^ ,) 6* : 
7.89 (lH.d.J=1.98Hz) , 7.58 (1H, dd. J=8. 58, 1.98Hz) , 
7.13 (lH.d, J=8.58Hz) , 3.85 (4H, t, J=4. 70Hz) , 3.70 (4H, brs) , 
3.65 (4H, brs) , 3. 11 (4H, t, J=4.70Hz) 

mnm\ 1 2 4 

3- [N- (4 -tna^y-e 7X71/7 *-7t/) ] 7;7-4 - (4-^6717* 

•J y ) - l - (4 -^;U7 t u y ^>-tr*> 

#-*70.2g£Jj[|;L, TK^ffffl^T, II4^i^t^ftIS«U; 0 tm 

uzmmmzmfcti a ^a-t^l^^me^*lt^>j >f*o.9og^i#/c 0 

:®7-'J 7f*£t°>! 7 7 5^C^iL4 - ?na^>i?7XA'7t^i7 a ') 

6 7 



WO 99/50237 



PCT/JP99/01621 



K722mg£*&TJD;*.A:&ggT' 1 9$m&WLtc 0 mWt^) ^>^U:t 

;U=1 : 1) tflU Bttfcfcefeifrfli LT1.44g|#fc 0 
, H-NMR(270MHz. CDC J? 3 ) 5 : 
7.95 (lH.brs) , 7.77 (2H. d, J=8. 58Hz) , 7.56 (lH.s) , 

7.43 (2H, d. J=8. 58Hz) , 7.17 (2H,m) , 3.95-3.30 (12H.m) . 
2.63 (4H.m) 

1 2 5 

3 - [N- [ 2 - ( 2 - t -7h*'>tfA,tf-)lT = J x h + ->) xfA] -N 

- ( 4 - ^on^;>Hf ] r s y - 4 - (4 -^;i/7 * >j y ) - 

1 - (4 - * i) J % )l ;i ) ^ > if > 

H»|J 1 2 4 O£j»800mg, N-t-^h + ^A ^'-^7 jyih + i/i 
^ y - ;M23mg. MJ7x-;^X7^> 540mg£ X h v t K n 7 5 > 1 5^C1 
U 7K#Ta#Ltt#£i?>r 7 7°o tf;i/T7357;U^+^U- M17mg£»T Ltc 0 

t LT1. 16g#/c 0 

i H-NMR(270MHz, CK£,)6: 

7.83 (2H. d. J=8. 90Hz) , 7.52 (2H. d. J=8. 90Hz) , 

7.37 C1H. dd. J=8. 24, 1.98Hz) , 7.14 (1H. d, J=l. 98Hz) , 

7.12 (1H. d, J=8.24Hz) , 4.81 (1H, brs) , 4.06-2.80 (24H.m) , 

1.44 (9H, s) 

mmm 1 2 6 

3- [N- [2- (2-7;;xRy) x^;U] -N- ( 4 - 7 a o a; >tf > 

6 8 
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xjiy ] r i J - A - (4 t 'J J) - l - ( 4 - * Jiy * >j j 

/Co > <i*£ H i,{t; L g ft«Bl254mg£$| fc 0 

'H-NMR (270MHz, CDC£ 3 )£ : 

7.84 (2H.d, J=8.57Hz) , 7.52 (2H, d, J=8. 57Hz) , 

7.38 C1H. dd. J=8. 24, 1.98Hz) , 7.14 (lH.d. J=1.98Hz) , 
7.12 (lH.d, J=8.24Hz) , 4.06-2.40 (26H,m) 

\xrmm\\ 24-1 26 tnmtmmzx<omm\\ 27-13 wxt^®* 
mmm 1 2 7 

2 - (4-t^7t'j;) - 1 - [N- [2 - ( 2 - 7 ; 7 1 F + y) x^A] 
-N- ( 4 - ? d nKy-tf yzji-y t — ] T^y / <>-t?'> 
'H-NMR (270MHz. CDC£ 3 )6 : 

7.85 (2H.d. J=8.57Hz) , 7.49 (2H. d. J=8. 57Hz) , 7.31 (lH.ra) , 
7.15 (lH.d. J=7.25Hz) , 6.98 (2H.m) , 4.01 (2H,m) , 3.81 (4H,m) , 
3.55-2.35 (12H,m) 

mmm 1 2 8 

2- (4 -^7t ] ) J) - 1 - CN- [2- * y) xf-;u] -N 

- (4-^oD^>if>X^7t-W ] T = 7 ^>-tr>i£g^ 
'H-NMR (270MHz. DMS0-d«) <5 : 
10.26 (lH.brs) , 7.32 (2H, d. J=8. 58Hz) , 7.28-7.32 (lH.m) , 
7.22 (1H. t. J=8.25Hz) , 6.94 (2H, d. J=8. 58Hz) , 6.82 (lH.d, J=8.56Hz) , 

6 9 
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6.67 (1H, t. J=7. 58Hz) , 4.16-4.22 (lH.m) , 4.02-4.24 (8H, br) , 
2.86-2.91 (2H.m) , 2.82 (6H. d, J=3. 84Hz) 

mm 1 2 9 

2 - ( 1 - t'Ky'JJ) - 1 - [N - [2 - (^yf;l/7;7) X^;U] -N- 
( 4 - 7 naKy-tfyxJl 7 ;U) ] T 7 ^ y -tf >i&®?jt& 
'H-NMR(270MHz. DMSO-de) 5 : 
10.26 (lH.brs) , 7.31 (2H. d, J=8. 58Hz) , 7.28-7.32 (lH.m) , 
7.22 (1H, t, J=8.24Hz) , 6.94 (2H. d, J=8. 58Hz) , 6.84 ( 1H. d, J=8. 54Hz) , 
6.67 (1H, t. J=7.58Hz) , 4.16—4.22 (lH.m) , 3.04-3.22 (8H,m) , 
2.88-2.93 (2H.m) , 2.76 (6H, d. J=3. 96Hz) 

mmm 1 3 0 

2- [4- (4-^DD7x-ib) - 1 -VKv'JJ] - 1 - [N- (2-7; 
yxf/I/) -N- ( 4 - 7 d aKy-tfy^)l7 ] T^^Ot^ 

'H-NMR (270MHz. CDC ^ 3 ) <5 : 

7.79 (2H.d. J=8.58Hz) , 7.51 (2H. d, J=8. 58Hz) , 7.40-7.15 (4H.m) , 

7.06 (lH.m) , 6.91-6.82 (3H,m) , 3.96-2.44 (12H.m) 

mmm 1 3 1 

2- [4 - (4 - ?Da7i^) - 1 - VKyiJJ] - l - [N - [2 - (2 
-7;;xh^i/) xf;l] - N - (4 -?DD^>-tf>X^7t^) ] T S 

'H-NMR(270MHz. CDC£ 3 )S : 
7.87 (2H,d. J=8.58Hz) , 7.50 (2H. d, J=8. 58Hz) , 7.36-7.18 (4H.m) , 
7.06-6.95 (2H.m) , 6.88 (2H. d, J=8. 91Hz) , 4.01 (2H,m) , 
3.55-2.46 (14H.m) 

mmin 1 3 2 

2- [4- (4 -?oo7xj=.;U) - l -t'KyiJj] - 1 - [N- [2- (-7 

7 0 
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J f- J17 i J ) xf ;l ■] - N - ( 4 - 7 n o ^ > if y x )l 7 t - A ) ] T i J < 

y-tfy 

'H-NMR (270MHz, CDC ^ 3 ) (5 : 
7.85 (2H.d. J=8.58Hz) , 7.49 (2H, d, J=8. 58Hz) , 7.33-7.18 (2H.m) , 
7.23 (2H.d. J=8.91Hz) , 7.03-6.94 (2H.m) , 6.88 (2H, d. J=8. 91Hz) , 
3.86-3.64 (2H.m) , 3.86-3.64 (6H,m) , 2.98 (2H.m) , 2.22 (2H, t) , 
2.08 (6H.s) 

mmm 1 3 3 

2 - [4 - (4 - ^o7i-il) - 1 -fc^e^iV ] - 1 - [N- ( 4 - 

'H-NMR(270MHz. CDCf 3 )5: 
7.93 (lH.brs) , 7.69 (2H, d. J=8. 57Hz) , 7.53 (1H, d, J=7. 92Hz) , 
7.42 (2H.d, J=8.57Hz) , 7.19 (2H, d, J=9. 24Hz) , 7.17-6.96 (3H.m) , 
6.63 (2H.d, J=9.24Hz) , 3.59 (4H,ra) , 2.88 (2H.m) , 2.74 (2H,m) , 
1.98 (2H.m) 

mm 1 3 4 

2- [4 - (4 -?dd7x~;I/) - 1 -t^VKyiSj] - l - [N- [2- 
(2-7;;i|^-» xf;H -N- (4-7 d aKyifyxJi y ] 

T $ J ^ > -tf 7 

'H-NMRC270MHZ. CDCi,)<5: 
7.81 (2H,d, J=8.58Hz) , 7.46 (2H. d, J=8. 58Hz) , 7.27-7.07 (4H.m) , 
6.93-6.82 (2H,n) , 6.63 (2H, d, J=9. 23Hz) , 3.96-2.45 (18H.m) , 
2.20-1.80 (2H,m) 

mm 1 3 5 

2- [4 - (4 -?no7x-;i/) -l-t^t'^7^y] - 1 - [N- [2- 
(i^yWi;) -N- (4-^o^>-t'>XA7 t-^lO ] T i 

7 1 
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J ^> -tf > • H C 1 

l H-NMR(270MHz, DMS0-d«)5: 
7.91 (2H.d. J=8.58Hz) , 7.75 (2H. d. J=8. 58Hz) , 7.20-7.26 (lH.m) , 
7.18 (2H.d, J=9.24Hz) , 7.00 (1H, t. J=7. 26Hz) , 6.74-6.83 (4H.m) , 
4.04-4.10 (lH.m) , 3.62-3.68 (2H.m) , 3.06-3.60 (lOH.m) 

mmi 1 3 6 

2- [4- ( 4 - 9 OD7 x-;U) -l-b°^5^7] -3 - [N- (2-7~ 
7xf;0 -N- (4-?oo<>if>X;b7t-^) ] 7 ; y b' 'J ^ > 
'H-NMR (270MHz, CDC J? 3 )<5: 

8.25 (lH.dd. J=4. 62, 1.82Hz) , 7.76 (2H. d. J=8. 41Hz) , 

7.53 (2H,d.J=8.41Hz) , 7.22 (2H, d, J=8. 91Hz) , 

7.12 (lH.dd, J=7.92, 1.82Hz) , 6.87 (2H. d. J=8. 91Hz) , 

6.79 (lH.dd. J=7.92, 4. 62Hz) , 4.00-3.34 (6H.m) , 3.24 (4H,m) , 

2.70 (2H.m) 

mmm 1 3 7 

2- [4- (4-^ao7xn;L) - 1 - t° i? J ] -3 - [N- [2- (2 
-7;;ih + , » Xf;l/] -N- (4-^DD^>-tr'>xA'7t-A) ] 7; 

y f 'J s> > 

'H-NMR (270MHz. CDCi 3 )5: 
8.22 (lH.dd, J=4.95, 1.98Hz), 7. 77 (2H. d, J=8. 58Hz) , 
7.51 (2H,d, J=8.58Hz) , 7.22 (2H, d, J=9. 23Hz) , 
7.12 (lH.dd. J=7.59, 1.98Hz) , 6.88 (2H. d. J=9. 23) , 
6.75 (lH.dd. J=7. 59, 4. 95Hz) , 4.06-3.08 (14H,m) , 2.66 (2H,m) 

mm 1 3 8 

2- [4- (4 -?DQ7i^) - l- tX7y;] -3 - [N- (2 -is/ 
f)l7 i J x^;l) -N- ( 4 - ? anKyifyxAy t-Jl) ] 7; y f 'J v 
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'H-NMR(270MHz. CDC ^ 3 > <5 : 

8.21 (1H. dd. J=4. 62, 1.77Hz) , 7.75 (2H. d. J=8. 58Hz) , 

7.50 (2H.d. J=8.58Hz) , 7.22 (2H, d, J=8. 90Hz) , 

7.05 (lH.dd, J=7. 71, 1.77Hz), 6. 87 (2H, d, J=8. 90) , 

6.72 (lH.dd, J=7.71, 4. 62Hz) , 3.98-3.45 (6H.m) , 3.22 (4H.m) , 

2.24 (2H.m) , 2. 11 (6H. s) 
#%$J 1 0 

8-t-7'h^y*^^^7;y-l, 2 , 3 , 4 - f - h =7 t K a * J 'J > 

8-T^y+y 'J >50g<k^ >^A-77-^>5g£x^y -;H00 Kiin*., 
7 J<^#|imT4kgf/cm 2 "C^ftfeiSTcStE^mt/io l!m/£££f§igiu 

tlfTF^- t h83g©?nn*;l,A&ifc£jgTLfco /ST 

nut, mmog%m&mikt txm^ 

'H-NMR (270MHz. ZK£>)6: 
7.26 (lH.d, J=1.32Hz) , 6.82 (1H, d, J=7. 59Hz) , 6.66 (1H, t, J=7. 59Hz) , 
6.02 (lH.brs) , 3.32 (2H, t, J=5. 45Hz) , 2.78 (2H, t, J=6. 27Hz) , 
1.90 (2H,m) , 1. 50 (9H, s) 

##0tJl 1 

8 - t -y° )ltf~JlT i J - 1 - (4-?no7x J * i/T -fcf-;U) - 

1 , 2, 3, 4-fh7b Ko + y 'J > 

###J 1 O0Mft5 g£t°'J ^>100 K&flSU *#91#T4 - ?oo 
7x7 + ^7-bfi^aiJ K5 g£Jmx.fcSU SfiT»#L/.io j)§**4$i££5iti! 

7 3 
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y>*7A^D7 1^77^ - (feftmm ; '^+if>-ftifcx5 L ;u= 5 : 1 ) T 

1 H-NMR(270MHz, CDCi 8 )<5: 
7.91 (lH.d. J=8.25Hz) , 7.60 (1H, d. J=7. 92Hz) , 7.30-6.63 (6H.m) , 
4.92-4.73 (2H,m) , 4.62 ( 1H, d, J = 1 4 . 84Hz) , 4.35 (1H, d, J=14. 84Hz) , 
2.95-2.63 (2H.m) , 2.48-2.21 (2H.m) , 1.50 (9H,s) 

mm 1 2 

8 - t -7 h*i/%)\/$—)\'T i J - 1 - [2 - ( 4 - ^ a d 7 x y -t-v) 
A] - 1 , 2, 3, 4-rh7hKo + yj> 

1 1 0£j&^2Og£x F7tKo77 7200 ^ C&fl? L N iKBMWT y 

h^77^ - ; ^*U-7-Bfc$EX^;U=15 : 1 ) TffifiL, 

'H-NMR(270MHz, CDCf 3 )6 : 
7.94 (1H. d, J=7.92Hz) , 7.86 (1H, s) , 7.25 (2H. d, J=8. 58Hz) , 
7.02-6.93 (3H.m) , 6.73 (1H, d, J=6. 93Hz) , 4.10 (2H, t, J=5. 12Hz) , 
3.16 (2H. t.J=5. 12Hz) , 3.10-3.02 (2H.m) , 2.80 (2H, t. J=6. 76Hz) , 
1.89-1.80 (2H.m) , 1.48 (9H,s) 

mm\ 13 9 

8 - ( 4 - 7 u n a: > -tf y x )l 7 t — Jl) T i J - 1 - [2 - ( 4 - 7 o o 7 i 
y ^7) xf ii] - l , 2, 3, 4-fh7tKn + ;ij> 
#^J1 2©£l»31g£Itl&xf7l/500 w& K&frU fcftfliftT 4 

7 4 
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£U#^n/c7 i J f#£li ■> 7 7400 mi irj&^U Tk&Jf #T4 - ? naKy 

if>x;i7t-A^'j K2omg^jjox./c 0 mwmw imnm^&mtm, mje 

A?avh/574- (Sffijli;^D->-ftSx^=2 : 1) T'fSSLB 

'H-NMR(270MHz. CDC^ 3 )<5: 
8.47 (lH.s) , 7.72 (2H, d, J=8. 58Hz) , 7.54 ( 1H. d, J=7. 91Hz) , 
7.39-7.17 (6H,m) , 6.93 (1H, t, J=7. 92Hz) , 6. 76 (1H, d, J=6. 92Hz) , 
4.00 (2H, t. J=4. 62Hz) , 4.18 (1H. s) , 2.92-2.88 (2H.m) , 
2.82 (2H. t. J=4.78Hz) , 2.73 (2H, t. J=6. 77Hz) , 1.81-1.73 (2H.m) 

mmm 1 4 0 

8 - [N- [2 - (2-7;;xF + y) xf-;U] -N- (4-?Do^>if> 
Xil7t-il/) ] T $ 7 - 1 - [2 - ( 4 - 7nn 7 x / ^7) xfA] - 1 , 
2, 3, 4 -t h 7 t Kd + ; 7 

il»l 1 3 9 ©^^400rags N - t - 7" h * 7# ;l/tf'xi;uy Uxh + i/j 
^ 7 -^210rag, h 'J 7xx^7 tX7^ 7270mg£f- h?h K°7 7 >10^(C^ 
«¥U fcft&WTlZitJ 77°o t7lx77'#^*>7U- h210mg£jgfTU g& 
ClUIiri «ET^^fflE^S* LT#fc£S£ 7 >J 77 y A * 

7 5 
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SETi:i§tt^S*Lfco mi.^^yh^^BitLX B W&282mg£i# 

/Co 

1 H-NMR(270MHz, CDC ^ 3 )<5 : 
7.83 (2H,d, J=8.57Hz) , 7.47 (2H, d, J=8. 58Hz) , 7.24 (2H. d. J=8. 90Hz) , 
6.95-6.99 (lH.m) , 6.89 (2H, d, J=8. 91Hz) , 6.72 (1H. t. J=7. 59Hz) , 
6.62-6.65 (lH.m) , 4.17-4.32 (lH.m) , 3.85-4.00 (lH.m) , 
3.72-3.84 (lH.m) , 3.49-3.60 (lH.m) , 3.27-3.47 (2H,m) , 
3.26-3.85 (2H.m) , 3.40-3.80 (lH.m) , 2.71-2.85 (lH.m) , 
2.50-2.70 (lH,m) , 1.87-2.20 (lH.m) , 1.76-1.82 (lH.m) , 
1.10-1.38 (4H.m) , 0.84-0.92 (lH.m) 

##00 1 3 

2- (4-)D07xc;ift) x YuKy^y 

2 -7)\,*uz. Y n^y-tf>1.5g^ 4 - ? n vj-t7 x J -;H. 5g£x^ J - 
JlZOn^Mb, Klfe*U^A1.4g*llD^ 60°CT- 5 Uplift Uco ?«£M.f± 
»flE(C*50iirf*tlDi, ft»xf-;U3O«lT?2 0»lffltyi:o fll^K ft 

'H-NMR(270MHz, CDC i a) 5 : 
8.22 (lH.d. J=8.25Hz) , 7.52 (2H, d, J=8. 91Hz) , 7.45 (2H, d, J=8. 91Hz) , 
7.37 (1H. t. J=7.92Hz) , 7.20-7.27 (lH.m) , 6.86 (1H, d, J=7. 92Hz) 

###J 1 4 

2- (4-^DD7x-^ft) Tx>J> 

2- (4-?DD7i-^ft)^fD^>^>1.0g^Sli5al, 6 
5»l(r*»U XXl.Og^j&PX., M"T6ll*IB«#L*:o * 
50^SPX., 'J ^ATpH9-10C:tlllU fMx^Tff&tBUco ffttti^ 

7 6 
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■H-NMR (270MHz. CDC£ 3 U: 

7.41 (lH.dd, J=7.59, 1. 32Hz) , 7.23 (1H, t. J=5. 94Hz) , 

7.16 (2H.dJ-8.58Hz) , 6.99 (2H, d, J=8. 58Hz) , 6.71-6.78 (2H.m) , 

4.26 (2H.brs) 

mmm 1 4 1 

N- (4-?DD\>-tf , >X^7t-A) -2- (4-^DD7x-;l/ft) T 

###J 1 4 ©£jj£W00mg£ t° 'J ^ > 5 wtfClig!? U 7K?£lif£T 4 - 7 □ o a; 
>-tr>XA7*~A7n>) K742mg£fiD*.. SiBT 3 WfflMW Ltz Q Km&izm 

(Jgffl&»; ?no*;UA-x*y-;l = 100: 5 ) TfflMK U iW%H.2g*HS 

'H-NMR (270MHz, CDC J? 3 )<5 : 
7.95 (lH.d, J=8.91Hz) , 7.54 (2H, d, J=8. 57Hz) , 7.38-7.46 (2H,m) , 

7.27 (2H,d.J=8.58Hz) ,7.11 (2H. d. J=8. 58Hz) , 6.74 (2H. d. J=8. 91Hz) 

mmm 1 4 2 

2- (4-^on7x-;l/ft) -N- (4-?DD^>f>XA'7^il) - 
N- (2 i JX-3-JI) 7~U y • HC £ 

^JSflJ 1 4 1 1 g £&E7j<X h7tF'D77>5 mld&ft U h 'J 7 x 

-^X7-f >0.96g, N, N-^>f;l/7; 7x^y-;uo. 32g^tjn^.. 
SfrmnWm, { J4 7 7°o h0.74g£^o < 

i?7i,7D7^77-f - ($fcB&$ ; Wxf;L-^^>= 1:3) T'ttfi 

7 7 
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«80. 32mg£&Sfet&;fc i LTf#/>: 0 

'H-NMR(270MHz. DMSO-ds) 6 : 
10.32 (lH.brs) , 7.72 (2H. d, J=8. 58Hz) , 7.62 (2H, d. J=8. 58Hz) , 
7.42 (2H. d, J=8.58Hz) , 7.34-7.41 (lH.m) , 7.14 (1H, t. J=7. 56Hz) , 
7.06 (2H,d, J=8.56Hz) , 6.82 (1H, d, J=7. 58Hz) , 6.76 (1H, d. J=8. 21Hz) , 
4.02 (2H,brz) , 3.21 (2H, d, J=6. 6Hz) , 2.76 (6H, s) 

mm 1 5 

2 - (4-^007x74=- ->) —YaKy^iy 
2 -7/l to- h a^>ir">1.5g. 4 - ? oo 7 x J Sg&iS/ =J-)l *)l 

7K100 mf> ^x^;U50^T'2HIWait/i o tK, fi&fn£&7kT*ft#gL 

'H-NMR (270MHz. CDC J? 3 )<5 : 
8.22 (lH.d. J=8.22Hz) , 7.42 (2H. d, J=8. 94Hz) , 7.36 (1H, t, J=7. 92Hz) , 
7.20-7.24 (lH.m) , 7.22 (2H, d, J=8. 94Hz) , 6.84 (1H. d, J=7. 92Hz) 

mm 1 6 

2- ( 4 - ? □ a 7 x-A7 ^ J ) - ho<>if> 
2 -7AtD- h D^>-lf>3.0g> 4 - ^odt^'J >2.5g£L*U ^7307^C 

BWtt2. 5g£l#/c 0 



7 8 



WO 99/50237 



PCT/JP99/01621 



'H-NMR (270MHz. ZK£ 9 )6: 
9.40 (1H. brs) , 8.20 ( 1H. dd. J=8. 58Hz) , 7.37 (2H, d. J=8. 90Hz) . 
7.35-7.39 (2H,m) , 7.21 (2H. d, J=8. 90Hz) , 7.15-7.19 (2H.m) , 
6.80 (lH.t. J=7.26Hz) 

£iT> #%f?'j 1 4 , mmm hi, 142 izm^xmmm 143-146 v><t& 
mm\ 1 4 3 

l-N- [2 - (2-7^x^y) xf;l] -N- (4-?DD^>f>X 

)l? * — ;u) - 2- 7xx;bft) T— 'J > 

'H-NMR (270MHz, CDC ^ 3 )<5 : 
7.71 (2H.d. J=8.91Hz) , 7.43 (2H. d, J=8. 58Hz) , 7.31 (2H. d. J=8. 53Hz) , 
7.25 (2H,d, J=8.58Hz) , 7.11-7.18 (2H,m) , 7.05-7.93 (lH.ra) , 
6.93 (lH.d, J=7.58Hz) , 3.80-3.90 (2H,m) , 3.53-3.65 (2H,m) , 
3.33-3.43 (2H,m) , 2.72-2.75 (2H.m) 

mmm 1 4 4 

1- CN- [2 - (2-7;;ih + -» xf;b] -N- (4-^OD^>-tf> 

XA7tx^) ] - 2- (4-^DD7xy+y) T— 'J > 

'H-NMR(270MHz, CK£*)6: 
8.11 (1H. s) , 7.70 (2H,d, J=8.58Hz) , 7.57 (2H. d, J=8. 58Hz) , 
7.40 (2H,d. J=8.91Hz) , 7.30-7.36 (lH.m) , 7.13-7.19 (lH.m) , 
6.79 (2H.d. J=8. 91Hz) , 6.80 (1H, t. J=4. 29Hz) , 3.47-3.80 (4H,m) , 
2.86 (2H. t.J=5.28Hz) 

mmm 1 4 5 

1 - [N - [ 2 - ( i? t ?)l,T i J ) Xf-;H - N - (4-?oo<>t'>Xil 
7t-A) ] - 2- (4-?dd7x;+ i/) T-'J > • HCi 
'H-NMR(270MHz. DMS0-d 6 ) 6 : 
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10.35 (lH.br) , 7.73 (2H. d. J=8. 58Hz) , 7.60 (2H. d. J=8. 58Hz) , 
7.41 (2H.d. J=8.58Hz) , 7.34-7.42 (lH.m) , 7.17 (1H. t. J=7. 59Hz) , 
6.84 (lH.d. J=8.58Hz) , 6.76 (1H, d, J=8. 24Hz) , 4.03 (2H.br) , 
3.21 (2H. t. J=6. 6Hz) , 2.79 (6H. s) 

mmn 1 4 6 

N- [2 - (2-7;;x^-» xf;l/] -N- ( 4 - 7 □ aKy -tf > x A- 7 
t~Jl) -N' - (4-?DD7ia) - o - 7 x^-U y'JT i > 
'H-NMR(270MHz, CDC ^ 3 )(5 : 
7.63 (2H,d. J=8.58Hz) , 7.39 (2H. d, J=8. 57Hz) , 7.13-7.20 (4H.m) , 
7.00 (2H, d. J=8.91Hz) , 6.76 (lH.s) , 6.68 (1H, t. J=7. 92Hz) , 
4.26 (lH.br) , 3.51-3. 68 (2H,m) , 3.28-3.41 (4H,m) , 
3. 15-3.33 (2H.m) 

mmm 1 4 7 

N- (4-^DD^>-tf>x;l7*-;l/) -N- ( 2 - i? / filT * J if- A-) 
-N' - (2- + if- AD - o- 7x^b>y7; 

y 

'H-NMR (270MHz, CDC J? 3 ) 5 : 
7.66 (2H. d, J=8.58Hz) , 7.24 (2H, d. J=8. 57Hz) . 7.16 (1H. t. J=5. 61Hz) , 
6.85-6.91 (4H.m) , 6.72 ( 1H. d, J=8. 25Hz) , 6.45-6.49 (2H.m) . 
5.77 (1H. t,J=5.94Hz) , 4.72 (2H,s) , 4.04-4.11 (3H,ra) , 
3.48-3.56 (2H.m) , 3.00-3.08 (lH.m) , 2.36-2.40 (lH.m) , 
2.15 (6H, s) 

mm\ 1 4 s 

( 1 ) N- ( 4 - *? oaKy^cfy XJly t-A) - o - 7 x — U > "77 I > 

o - 7 xi U > 7T = 756. 13g, t° 'J 7 >350m^ < t> 

8 0 
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7-f F73.04g&$£ffiTo- H:tiTl/: 0 MISSS^IOT^TK^MO^PbI 

■£fc 0 l#'in7 t c^ B H H (:I^xf-7l/0.3i ^tJO^Tig^L, a. :ft|xfA- 
= 10: 1 1 ^^JPX.TWSIS B B 0^$it/c o £CA:*£ H H H £IR3|6$U 
&£JB^T8fe#U irCJ:oT^mfelS B B B79.28g^l#^o Hi£JI#i£ 

SlRT^PU ^t>:ft»if/l/=10: 1 100^JElPx.TS)tl$B H Bfb$-ti-, 

lft£J?5ct)£85. 69gl#/c 0 
Mp. : 140. 0°C 

'H-NMR(flll^«:CDCi,)fi: 

7.68 (2H,dt, J=9,2Hz) , 7.43 (2H, dt, J=9, 2Hz) , 7.06 (1H, ddd. J=8, 8. 2Hz) . 

6.75 UH,dd.J=8.1.3Hz) , 6.55 (1H, ddd, J=8. 8, 1. 3Hz) , 

6.48 (lH.dd. J=8.2Hz) , 6.25 (lH.brs) , 4.10 (2H.br) 
(2) N- (4-^DD7x7^^7tf;L) -N' - (4 - ^DD<>i!'>7 
/[/ 7 t - 0- 7x-U>> ! 7; > 

2^£I77X3|:, ( 1 ) ©4fiRfe84.71g, f'J ^>28.40g*>J:t>*^^DD 
X*>700^£Sn;i, fI#^(rTtimtPb, 7k«^fflLTl*3«BjaS*16-17 

8 1 
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70.74g©^7 nn J 9 >100flrfSffi^7K^LoottTD- l^ffl^tiTU: 0 

© y 37 y - ;u£MES£ U 2 N - ^mymm^M^xm'mzir h t m^a.&m 

^mfr&btzo ^uTrnzmmmWik, mfk£m\*>mLTm&ifr 0 &&&& 
m^L&^m. 50g#/c o 

Mp. : 188. 5°C 

'H-NMROM^Ii : CDCi 3 )<5 : 
7.81 (lH.dd, J=8. 1.5Hz) , 7.61 (2H, dt, J=9. 2Hz) , 7.38 (2H. dt, J=9, 2Hz) . 
7.32 (2H,dt, J=9,3.5Hz) , 7.30 (1H, ddd, J=8. 8, 1. 5Hz) , 
7.07 (1H. ddd. J=8. 8.1.5Hz) , 6.97 (2H. dt. J=9. 3. 5Hz) , 6.88 (lH.brs) . 
6.84 (lH.dd. J=8, 1.5Hz) , 4.57 (2H. s) 
(3) N- [2- (4-^dd7x;+'» xf;l/] - N ' - 

2 i?Zi77X3C, (2) ©£j£«&100.00g £Jf #T-fc<£0'f- h?h Ko7 
7 >500^£fi|]x.T*I# LT^P U *7jciS£flH^r&£p Ll*lM^£ 2 - 3 °C 
tbtzo CO^tr, ^7>-r h7t Ka 7 ? 1 M rl?h Ka7 7 

>E*532»*£i"J >5>£ffl^Till*., 5"Cl«rBWtfft, lfiCT4lfTO 
LT, mm&oifrfcmzntzo fW7jczk&#inU / -;H00^£h°^ 7 

8 2 
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6lft©^i4'i:^*©^|f&^^®?l6ii(CT(t^, &$£-M£g*U QUIT'S 
m C y * y - ;l300^^tnx.T^ H B B fb^ -tir/co IWi:© ^ * J - h*¥tW®SM 

7Kr5feb. 3 BPbM&LT, g WM#)£97. 12gf#/c Q ccD&CDIi, fit$g-f § :: <b 

Mp. : 157. 5°C 

'H-NMRaiJj^M : CDC £3) 5: 
7.65 (2H,dt, J=9,2Hz) , 7.38 (2H, dt, J=9. 2Hz) , 7.23 (2H, dt, J=9. 3. 5Hz) . 
7.15 (1H, ddd, J=8. 8, 4Hz) , 6.85 (2H, dt, J=9. 3. 5Hz) , 
6.74 OH, brd, J=8Hz) , 6.49-6.56 (2H,m) , 6.20 (1H. brs) . 
4.74 (lH.br) , 4.07 (2H. t.J=6Hz) , 3.47 (2H.brq) 

(4) N- ( 4 - ? naKy^'yxJiy *x;U) -N- (2-^/f/l/7i;x 
f-Jl) -N' - [2 - (4-70D7xy^-» xf/l] -o-7x-U>v?T 

1 l£l77Xn(;, ( 3) ©£$^41.90g> 2 - ^ / ^JlT I J jl + 71 ? D 
K^KSl7.25g, jf^T-fcck^2 -^dvnV -7l530^^jjQx., MftT. ^ 
U -/M*7kgKk^ r 'J 7A8.81g ^ilPX.T^^T 1 B^fBlfML/Co £b/cts©/c 
&Jf##fflil£:£^ 2-7o'V -7U530t^££IjpLTM(;:305}Pb1«L/c o 
i^Tfttl&KTtMU &30#Pi9£gLT£l£^K£60ri;:±ti\ 60°CCT 1 B# 

PM^t^ ifiTMb/co &$£M£g£U y^y-;u300^jnx.T 

SMME^L/ciy^ 7 -;HO0 OT ^Snx.T/M^i: U 7j<300^£flPX.T 
SS^i«E^*L/:iy ^7 -7H00^£fflt^T7kftU 2 BPbM^IT, 
@B<j£jj£«B!)£? ij -i,6fe©fi^£: LT47.25gl#/c 0 ^©li^K ^ 7 -71470 
^JP^TtlP^^^-ttT^PL> ifii:3™iltS^l/: 0 ^b b b£P2£ 
?l5ii^^^y-7H00^T-2llI^U, IEIELT^»iJ2 tl3l-<fc£$T&3 

8 3 



WO 99/50237 



PCT/JP99/01621 



12 <£«L© 1^1,42. 05 &m^o 
Mp. : 102. 3°C 

'H-NMR(iBlJ^^^ : CDC0 3 )<5 : 
7.65 (2H,d. J=8.58Hz) , 7.40 (2H. d. J=8. 58Hz) . 7.24 (2H. d, J=8. 91Hz) . 
7.18 (lH.m) . 6.87 (2H, d, J=8. 91Hz) , 6.72 ( 1H, d, J=8. 25Hz) , 
6.52 (lH.dd. J=8, 6.5Hz) , 6.47 (1H, dd, J=8, 2. 3Hz) , 5.78 (1H. brt) , 
4.02-4.14 (3H,m) , 3.51 (2H.m) , 3.08 (lH.m) , 2.38 (lH.m) . 
2.17 (6H, s) . 2.13 (lH.m) 

(5) N- (4-^OD^>t*>XA7t^) -N- (2-^f^7;M 
f-Jl) -N' - [2 - (4-^nD7xyf» xf A] - 0 - 7x-l,>^7 
i> 1 - 'J >@|iM 

(4) ©4^4o.oog(ir-t?. hymmi^m^rimb, MMnUT, tJi h 
•j >ii8.oog ©T-t? h y2oom&mm&£Ox-9 j -woome&mfciMz-. mmmw 

LoojfftL/c 0 4l;/:g a B H «[5iUT-b h >150^£ffl^T SHI^t 
/c 0 #^ti^ a B H £JEI£L/-c^ ||£* 0 >7°T-i£'JiU g^£J»43.90g£life 

Mp. : 160. 3°C 

7.72 (2H,dt, J=9,2Hz) , 7.63 (2H, dt, J=9, 2Hz) , 7.35 (2H, dt, J=9, 3. 5Hz) , 
7.17 OH, ddd. J=8, 6, 3Hz) , 7.0-7.8 (3H,br) , 7.00 (2H, dt, J=9. 3. 5Hz) , 
6.78 (lH.brd, J=8Hz) , 6.49 (1H, dd, J=8, 6Hz) , 6.47 (1H. dd. J=8, 3Hz) , 
5.7-6.0 (lH.br) . 4.10 (2H. t. J=5. 5Hz) , 4.02 (1H, ddd, J=14. 9. 5. 5Hz) , 
3.46 (2H.brt. J=5.5Hz) , 3.21 (1H, ddd. J=14. 5. 5, 4Hz) , 2.37-2.48 (lH.m) , 
2.22-2.33 (lH.m) , 2.23 (6H. s) , 7kft0.2%MT 
DSC : Mt'-?158.7°C(10 o C/[iiin) 

8 4 



WO 99/50237 



PCT/JP99/01621 



(6) (5) Cfc'^Tffll^t/lMJ >»(wft*"T\ 'J >g? 1 *ft<&£flH*T 
|f]fi/j:i|X$T\ ^M£x^? IwKDHfc* (4) (Dit&to*) >& 1 7km<®}%W6 

zttf-eztzo zQit^mmm^x^ (5) <D<k£mz®?tLtz 0 

Hp. : 140. 0°C 

'H-NMRCail^^ii : CDCi 3 ) 6 : ( 5 ) ffc^Cll bo 
7j<# : ft 3 9rf 

DSC 118.2°C(10°C/min) 

x37 j -)imm 

£fHUJL/c 0 Mm^a 1 d^f o 



WO 99/50237 



PCT/JP99/01621 



1 





£ L>50 
(mg/kg) 


■ELjJ'H PJ 

(%) 




(mg/kg) 


w- trn 4=i 1 

(96) 


3 


14 


88 


47 




100 


4 


5.3 


85 


68 




94 


8 




86 


70 




96 


9 




85 


86 




79 


10 




82 


95 




99 


11 




96 


97 




81 


21 




99 


106 


8.4 


98 


23 




98 


111 




100 


26 




98 


113 




87 


28 




100 


116 




99 


33 




83 


122 




99 


35 




99 


134 




98 


41 




93 


136 




80 


43 




78 


140 




94 



ffl&m 2 



WO 99/50237 



PCT/JP99/01621 



2 







nmm 




3 


91 


53 


92 


32 


88 


54 


77 


36 


92 


55 


88 


38 


93 


56 


88 


40 


88 


58 


88 


42 


91 


69 


99 


44 


87 


71 


99 


48 


85 


132 


88 


50 


81 


135 


89 


51 


83 


142 


98 


52 


87 







m&M 3 



WO 99/50237 



PCT/JP99/01621 



3 



<±- 1& /fill 


it; wipj 

(90 




i-u -trn *ii 
(%) 


13 


82 


70 


81 


21 


76 


95 


90 


26 


82 


131 


89 


43 


80 


134 


87 


45 


80 


137 


76 


61 


87 


140 


85 


68 


83 







fflfkM 4 
H/K-ATPaseHS 





I C50 
(tiM) 




I C 50 
( u M) 


4 


7.4 


27 


38.0 


21 


49.4 


28 


79.0 


22 


190 


29 


5.0 


23 


230 


70 


1. 1 


24 


130 


86 


1.1 


25 


140 


140 


2.0 


26 


2. 1 


144 


11.4 



8 8 



WO 99/50237 



PCT/JP99/01621 



All L/Co 





M 1 C 
( u g /mi) 


mm 


M I C 

( U g /id) 


3 


0.78-3. 13 


77 


6.25-12.5 


4 


25-50 


92 


MOO 


8 


1.56-6. 25 


95 


50— MOO 


9 


25-50 


97 


25-100 


10 


25-100 


111 


25 


13 


25-50 


112 


12.5-50 


14 


6.25-50 


113 


25-50 


17 


25-50 


114 


12.5-25 


21 


50-100 


116 


6. 25-12.5 


60 


6. 25-25 


122 


12. 5-25 


62 


1.56-12.5 


132 


3. 13-12.5 


65 


6. 25-25 


136 


3. 13-12.5 


68 


100-MOO 


138 


3. 13-12.5 


70 


6.25-12.5 


144 


25-50 



aiWJ 6 

i«£ijp;u 3o#Ph137°ctm >*a^--> 3 >mz&&frmi<"C'&t>titz±m<D 

8 9 



WO 99/50237 PCT/JP99/01621 

MJf£$"J£ (540nm) Uz 0 ±mfC&foK *> tf(Cfi®7KT*# <ht\tzW?hm%:Z 



6 



mmm 


HC50 
( p g /m£) 


mmm 


HC50 
( p g /m6) 


3 


72.3 


42 


>100 


21 


71. 1 


50 


>100 


22 


55.7 


51 


84. 6 


24 


99. 6 


57 


MOO 


25 


120 


58 


71.2 


30 


MOO 


128 


MOO 


32 


MOO 


129 


MOO 


43 


MOO 


145 


MOO 


40 


MOO 







xittii, mm, m®.M<D&friz^ mm, mL jim, mm. $kwm. 



mmm 1 4 9 

<mm> 

nmM2®<t&® lOmg 

ILft 118. 3mg 

KaltAo-x 30mg 

tKo + i/^Dm;l/n-^ 0.9mg 

Xr7iJ>|-7^7s->OA 0.9mg 



9 0 



WO 99/50237 



PCT/JP99/01621 



mmm 1 5 0 
<mwm> 

nffim3<?xt&® iomg 

?L*i 113. 5mg 

o - > x $ - 3- 70mg 

tFa + i/^Dh'/l/t/lD-^ Img 

XfT'jVlT/t^^A 2.5mg 



9 1 



WO 99/50237 



PCT/JP99/01621 



m $ © m m 



i . ft©-$j£ ( i ) 




Ar i_ R b 



( l ) 



S0 2 -Ar 2 



z^mi^. mmm^-, wnw.j-, 

-N(R 2 )-(CH 2 )n-> -N(R 2 )-(CH 2 )„-N(R 3 K -N(R 2 V(CH 2 )„-0-, 
-N(R 2 )-(CH 2 ) n -S-, -N(R 2 )-(CH 2 )„-NHS0 2 -, -N(R 2 )-CH 2 CH=CfK 
-0(CH 2 )„-N(R 3 K Xfi-N(R 2 )-(CH 2 ) n -0-CH 2 -£7FL ; 



R a ^Jl? * 'J 7 + 7 7/13 



L ; 



WO 99/50237 



PCT/JP99/01621 



tK R 1 t-ic^oth'j^f lx>ieMt^K R 3 £-*&(:: 

;t/7t^^l^tK X(iR 2 t-it:^oTx^>^t^Alfe 
n li 2-4 ©$[£^ir 

/:/;"U Ar 2 ^^V + y^H©^, Z 12-NCR 2 )-CH 2 -CH=CH-T(i 

3. imm i xii2iaic©x;u7 * >t ^ Kg|^^xii-e©^^w^^<t-r 

6. It^Il 1 Xli2fSic©XA7 t 7T $ K^ftXIi^O^fc^M^^d 
8 . 1 X(i 2 ES©X A7 * >T i YBM\tX\tt0^omiUmm ; lu 



9 3 



WO 99/50237 PCT/JP99/01621 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/01621 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 C07C311/08, C07C311/21, C07C323/49, C07D213/76, C07D213/38, 
C07D295/12, C07D295/18, C07D217/22, C07D215/40, C07D401/12, 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 6 C07C311/08, C07C311/21, C07C323/49, C07D213/76, C07D213/38, 
C07D295/12, C07D295/18, C07D217/22, C07D215/40, C07D401/12, 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN), REGISTRY (STN) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



of document, with indication, where appropriate, of the relevant passages 



Category* 



Citation 



Relevant to claim No. 



X 
A 



X 
A 



X 
A 



X 
A 



X 
A 



SOBLE, Michelle J. et al., "Dose-dependent skin 
ulcers in mice treated with DNA binding antitumor 
antibiotics", Cancer Chemother. Pharmacol., 19 87, 
Vol. 20 No. 1, p. 33-36 

JP, 7-2757, A (Roemmers S.A.), 

6 January, 1995 (06. 01. 95) 

& EP, 606658, Al & US, 5614536, A 

JP, 7-309872, A (Otsuka Pharmaceutical 
Factory, Inc. ) , 

28 November, 1995 (28. 11. 95) (Family: none) 

JP, 8-507503, A (Boehringer Mannheim GmbH.), 

13 August, 1996 (13. 08. 96) 

& WO, 94/20467, Al St EP, 687253 , Al 

JP, 5-39256, A (Eisai Co., Ltd.), 

19 February, 1993 (19. 02. 93) 

& EP, 472053, A2 & US, 5250549, A 



1, 3, 6-7 

2, 4-5, 8 



1-3, 6-7 
4-5, 8 



1, 3, 6-7 

2, 4-5, 8 



1, 3, 6-7 

2, 4-5, 8 



1, 3, 6-7 

2, 4-5, 8 



fx] Further documents are listed in the continuation of Box C See patent family annex. 



* Special categories of cited documents: "T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing date "X" 
W L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) "Y" 
"O" document referring to an oral disclosure, use. exhibition or other 

means 

"P" document published prior to the international filing date but later than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
29 June, 1999 (29. 06. 99) 



Name and mailing address of the ISA/ 
Japanese Patent Office 



Date of mailing of the international search report 
13 July, 1999 (13. 07. 99) 



Authorized officer 



Facsimile No. 



Telephone No. 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/01621 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X 
A 



X 
A 



X 
A 



X 
A 



X 
A 



Citation of document, with indication, where appropriate, of the relevant passages 



JP, 2-256667, A (Masatoshi Yamato), 

17 October, 1990 (17, 10. 90) 

& EP, 376166, Al & US, 5217961, A 

JP, 2-83369, A (Pfizer Inc.)/ 

23 March, 1990 (23. 03. 90) 

& EP, 359389, Al & US, 4968704, A 

JP, 63-93765, A (Bayer AG.), 
25 April, 1988 (25. 04. 88) 

6 EP, 261539, A2 & US, 5093340, A 

JP, 62-255480, A (Pfizer Ltd.), 

7 November, 1987 (07. 11. 87) 

& EP, 244115, A2 & US, 4788196, A 

JP, 61-152681, A (Dr. Karl Thomae GmbH.), 

11 July, 1988 (11. 07. 88) 

& EP, 185345, Al & US, 4716169, A 



Relevant to claim No. 



1/ 3, 6-7 
2, 4-5, 8 



1, 3, 6-7 

2, 4-5, 8 



1, 3, 6-7 

2, 4-5, 8 



1, 3, 6-7 

2, 4-5, 8 



1, 3, 6-7 

2, 4-5, 8 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP99/01621 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] Claims Nos.: 9 

because they relate to subject matter not required to be searched by this Authority, namely: 

It pertains to methods for treatment of the human body by therapy and 
thus relates to a subject matter which this International Searching Authority 
is not required, under the provisions of Article 17(2) (a) (i) of the PCT and 
Rule 39.1(iv) of the Regulations under the PCT, to search. 

2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Q Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



I • Q As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2- Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3 ' EH As only some ot the re< l uired additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4 ' [ZD No rec l uire d additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest. 

| [ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/01621 



A. (Continuation) CLASSIFICATION OF SUBJECT MATTER 



C07D401/04, A61K31/18, A61K31/44, A61K31/40, A61K31/535, A61K31/47, 
A61K31/445, A61K31/495 



B. (Continuation) FIELDS SEARCHED 



C07D401/04, A61K31/18, A61K31/44, A61K31/40, A61K31/535, A61K31/47, 
A61K31/445, A61K31/495 



nigB9£$gs 



BRUM** PCT/JP99/01621 



a. «w©si-4»if©»* mmmwm (ipo ) 

Int.Cl." C07C311/08, C07C31 1/21, C07C323/49, C07D213/76, C07D213/38, C07D295/12, C07D295/18, 
C07D217/22, C07D215/40, C07D401/12, C07D401/04, A61K31/18, A61K31/44, A61K31/40, 
A61K31/535, A61K31/47, A61K31/445, A61K31/495 



B. WSES:ffofc»» 



m^zn^m^mn mmmmtt® (i pc) ) ~ ~ ~~ 

Int.Cl. 6 C07C311/08, C07C311/21, C07C323/49, C07D213/76, C07D213/38, C07D295/12, C07D295/18, 
C07D217/22, C07D215/40, C07D401/12, C07D401/04, A61K31/18, A61K31/44, A61K31/40, 
A61K31/535, A61K31/47, A61K31/445, A61K31/495 



CAPLUS(STN), REGISTRY (STN) 







Mill" 5 


X 
A 


SOBLE, Michelle J. et al. , "Dose-dependent skin ulcers in mi 
ce treated with DNA binding antitumor antibiotics", 
Cancer Chemother. Pharmacol. , 1987, Vol. 20 No. 1, p. 33-36 


1,3, 6-7 
2, 4-5, 8 


X 
A 


JP, 7-2757, A(I/^W-W yV •7/-7-<f-tM7x) 

6. \M . 1995(06. 01. 95) &EP, 606658, Al &US, 5614536, A 


1-3, 6-7 
4-5,8 


X 
A 


JP, 7-309872, A (&5£##*ijMliI*J) 
28.11^.1995(28.11.95) (7t^-^L) 


1,3, 6-7 
2, 4-5, 8 


X 
A 


JP, 8-507503, AKHW- ryi^k Jr*t»t7h ^'/a-Vvm KJT/9*) 
13. 8£ . 1996 (13. 08. 96) &W0, 94/20467, Al &EP, 687253, Al 


1,3,6-7 
2, 4-5, 8 



TPJ BRWJiiBlffi-tN *»o«5tell©£3g©Sfl&i&5iiJ« 



<t o T ii # tt Hi ft ^ t % x. <b H 5 <n 
r&j Ol-^f-y h7 7 * y-XfiU 



H88SI££5t7LfcB 



2 9. 0 6. 9 9 



1 3.07.99 



H#B«ffflFfr ( I S A/ J P) 
1 0 0-8 9 1 5 



4H 



9 0 4 9 



SISS-SI 03-3581-1101 



3 4 4 3 



8l5tPCT/ I S A/2 1 0 (jB2^-i^) (1 9 9 8^7/1) 



(IBSmiSSS^- PCT/JP9 9/0 1 6 2 1 



c (Mi) ■ mm-tz tmtbbfozxm 



fly- =!]) — * 



x 

A 

x 

A 

x 

A 

X 
A 

X 
A 

X 
A 



JP, 5-39256, A (^—? J 

19. 28 . 1993 (19. 02. 93) &EP, 472053, A2 &US, 5250549, A 
JP, 2-256667, A OtfQjEM) 

17.10^.1990(17.10.90) &EP, 376166, A 1 &US, 5217961, A 

JP, 2-83369, A (7 7 4 If- • 4 >^-# W T v K) 
23. 3£ . 1990 (23. 03. 90) &EP, 359389, Al &US, 4968704, A 

JP, 63-93765, A (/^x;^ i^»t7 h) 

25. AM . 1988(25. 04. 88) &EP, 261539, A2 &US, 5093340, A 

JP, 62-255480, A (7 7^1f- • D^ryF) 

7. 11 £.1987 (07. 11. 87) &EP, 244115, A2 &US, 4788196, A 

JP, 61-152681, A 

11. 7£ . 1988(11. 07. 88) &EP, 185345, Al &US, 4716169, A 



1, 3, 6-7 
2, 4-5, 8 

1, 3, 6-7 
2, 4-5, 8 

1, 3, 6-7 

2, 4-5, 8 

1, 3, 6-7 
2, 4-5, 8 

1, 3, 6-7 
2, 4-5, 8 

1, 3, 6-7 

2, 4-5, 8 



B&PCT/ I S A/2 1 0 (f 2^-^©it) ( 1 9 9 8f£7£) 



mmm&m 



PCT/JP99/01 621 



8 £fg 3 « (PCT 1 7&(2)(a» 9, C©aRWaE«fttt*»aSlCJ: 9»#©l5l8©-ffBK:o^-Cf£ 

?&!St-«t SA^^g^dffli-StO-Cfct) , PCT17^(2) (a) (i)MPCTl 

iij39. i (iv) «t "9 , z<Dmm®&®mm&m&&-tzz t ^^^^ 



3. □ m^nffim 14, ttJJ«!*©ttH-C*o-CPCTaiM6.4(B)©*2Xftt«(S3XroaSK: 



1. □ WBA*s^B*ii^W3£**^S:+'<T»IIBrtK#iWL*:(0 , T?, ^«@RSWaE«#J4, 1-^T<£«*TiMS# 



3. □ ^Ai^K4il*P3lE#»»*-«*©*U*^WrtK»f«tU«A»ofc(D-C, w©SKait«gl4. 



4. □ ttl*A^»4ifi»liaE¥»f*«rffllinrtk:|h#L)fc*»ofc«)-C, w0l9H!||3lEtt£ii, IMtOffHOfttg&Ett 



HSPCT/I S A/2 1 0 (Il^-^iH (1)) (1 9 9 8^7^) 



